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(57) Abstract: A cyclic amidine derivative represented 
by the formula (I) or a salt thereof: (I) wherein R', R 2 , 
and R 3 each represents hydrogen, Cm alkyl, Cm alky' 
substituted by aryl, etc.; R 4 , R s , and R 7 each represents 
hydrogen, Cm alkyl, etc.; z is 0 or I; R* represents hy- 
drogen, Cm alkyl, (Q. 6 al!cyl)oxycarbonyl, etc.; n is 1 or 
2; Y 1 represents a single bond, -CH 2 -, etc.; Y 2 represents 
a single bond, -CO-, etc.; and Ar represents hydrogen, a 
group represented by the formula (II): (II) (wherein R'° 
to R 14 each represents hydrogen, Cm alkyl, hydroxy, Cm 
alkoxy, etc., provided that R' 2 may be bonded to R 11 or 
R 13 to form a 5- to 8-membered heterocycle), etc. 
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?m<Dik&m^t.nz>o ^fhh<D^m-±-t-<x h p y^ycomm^mm 

^-oOfetjfc.^^tDTT'n-^i LTttGPIIb/IIIa l^t^-7V^ 
=r=* h LT Abciximab, Eptif ibatide, Tirofiban ^&&&M t LTsflJJB £H 
TV>5„ HJtfeOflaMfrtt hovtf^ AD P, 3?-^y % PAFf©fcb^> 

w>umt hx(Dm^m^bnxm^t^tac±in^tifcit^mn^\ 
mmm&L<w&j&mb «t o -crass $ axfcifcM»«R:#i-5 

ttasfcS, S fete, sk^m^UitXitJk^m^Mtm^. ^-fu^r^fyv h^tt 
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5 i ^ ^ ffl T* 5 ^ (i j| P| ^ tl t V 1 4 (Sarembock et al. , 
Circulation. 1992, 84 ; 232-243) 0 h n ^tf i/©«f£Jlte N fll>«rft#56?lffitt«r3l 

^jfis bn^tf^V-fey^ — (PAR-l)*S^o— =^^$Jx(Vuetal., Cell, 
10 1991, 64: 1057-1068) s tthnytfyi/W-MiitS^IJlM 

5 v-fe^^-cDi o oiST^/^SK^'fyrtl^n hpyify 

^^#©$F35{-J:oT, hP^lfw-fe^— ©n©^{fcSr ho^tr^Rg^ 
15 MfrftMlTZZ. t ©Stttefci&STCfcS £ t tfiimZtlfc (Vu et 

al., Nature, 1991, 353: 674-677) 0 h n ls\?y\t7jr~-ifitiBfr&M<Dlg^ 

5: ;»Jt^Lfc^/f K(r h n^ir^-fc^HSte 

fb^^^Kx thrombin receptor activating peptide; TRAP J tlifffttS) ^ 

K^T^K, tethered ligand peptide J ^HffcEftS) ^iJ^Kat«|gl| 
tt©|g^*MfcK:*3V^TffiE^i-5 i i fcaMftLTV^. TRAP ©JEfeSWatlHiJ: 

7^ — ©&Mtta**B£ft;fc. (Hungetal., J. Cell. Biol. 1992, 116: 827-832, 
25 Ngaiza, Jaffe, Biochem. Biophys. Res. Coramun. 1991, 179: 1656-1661) „ 

TRAP (Dffimm-BMlZfrb^y?^-??- K Phe-Leu-Leu-Arg-Asn it, h u > 
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xtt trap m^i?tifrx*femk£tifcik'b&h * y¥>is±y?-<Dm^mfcfc 

tfcSrias^ft^Jxfc (Vssallo. et al. , J. Biol. Chem. , 1992, 
267: 6081-6085 (1992) )„ U±-7#~0ftft\Cjttt&&i!K&T'7B~-?'& : £0>iSL0 

LX{?fBi-% (Hung et al., J. Clin. Invest. 1992, 89: 1350-1353), "OgfiTRAP 
frhO^Zf*? K^^^P^T*fc5 (steven M. S. , J. Med. Chem. 1996, 39: 
4879-4887, William J. H. , Bioorg. Med. Chem. Lett. 1998, 8: 1649-1654, 
10 David F. M. , Bioorg. Med. Chem. Lett. 1999, 9: 255-260) o MkXCV^*? $> — 

--I/Jfommz*. VM,tti£fofzj&£*fc&m<DmmX'foZ> (Andrew W. S. etal., 
Bioorg. Med Chem. Lett. 1999, 9: 2073-2078, Scherig Plough WO 9 9/26 
9 4 3. Halord S. et al. , ACS meeting in Oct. 2001) „ 
15 %W<Dffl7F 

«9> lot, Mz-itihfem. mMbwm&&s 

20 *«<^, itmm&. wmmm. m&mm, m^m^m^^xh^ tm 
ft-t%z.btfx%z>o Mmm^ h n>vy&®mztt*r 

nm^nx\^ 0 
25 Q^$mm(0&x%ftxat£fr<>tz_ o 



3 



WO 02/085850 



PCT/JP02/03949 



< 1 > 5£ 




R\ R\ R\ R\ R s *5J;tKR 7 «^-*fc«tSm^oT(l)7k*J!S 

fl>l©££r*U zfiO^fcttl&^U R 2 iR 4 ft^lTC, 
«fctfoa>fc»tf*L* 1 5«©j^^ Sr^r-t-S 5 ~ 6 Mf^f^ LT t> J; < N R 

^ (2)C 1 _ e 7Vl"SM'£ N (3)T^£, (4)#/W**>f/HU (5)*®^ (6) 
C 1 _ 6 7;>n^>l s (7) C !_ e 7;^t^^^=/Pt*^i, (8)C 3 _ 8 
it^7^^r;H, (9) T ls>\>tti/ : &vm$k £ ftTl & <fc V> C x _ 6 T^^^df- 

£•CSm^ttTV^Tt.«J;V^C 6 _ l4 ^ : §^^b7fC^m^:S1> t< 1*5^1 4M 

; ni*l$itc\±2<D%m&7r:V ; Y x fi^^ - (C 
H 2 ) m -s -CR 8 - N -CR 8 R 9 -, -CH 2 CO- N — N R 8 — N -SO-, 
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-S0 2 -, -CO-, -CONR 8 -^fcf±-S0 2 NR 8 - m\t 1 Tbm. 

x _ 6 T /^z^S, # ;M?3f fc fit C ! _ 6 T)V a ^ &*-f ) 
Sr^L ; Y 2 tt^|&^ O, N, - (CH 2 ) m - s -CR 8 - CR 8 R 9 - N - 
CO-, -SO-, -S0 2 -^fc{i-C ( = N-OR 8 ) - Kf, m, R 8 fc 
<tt>*R 9 (iHfrlBSa<b|W|#a^i-] ^L;Artt (1) tK*», (2) 5£ 



C5t* % R 1 °> R 11 , R 1 2 , R 13 *5J:0R 14 (i(^-*fc{i^^oTa)7K*m 
^ N (2)^771, (3)/Na^^Jl^ s (4)= hn££fctt(5)TfBttijU£3¥ba>& 
»ff*L5^-fn*»l©JS«r*U R 1 1 £ R 1 2 , *fcf± % R 12 iR I3 tt 

^8*«*at*^LWTt>«tV\] T^^tiSStfcli (3) TIB«m« 

<iiiflEg&SS¥ a >T!Bg&£$ a * a^Skms^fc < k % l ©£-«*i,-eti 
g&&;ftTl>Tl>£^C 1 _ 6 X/^7l'g > 7/^!l7Vis C S _ 6 7/^=^S, 
C 2 - B 7/^=/>S, T^g, i7^>v-^S, ^/W^^E-^/WS, C X _ 6 T/^ 

C 3 - 8 it7M;V7?/S^ 7^7^/1, 7M^^7 5 7I, 

,1^, 7^77^^^ C 3 _ 8 S^r/Vdr/VS, 575311 4*^#^mS 
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511 ; 

<tutagmSlfa' >C 1 _„7/l'3r/l'£, C 2 _ 6 7/^=/H, ' C 2 - 9 Tfr**-A' 
^7/1, T^/^S> ^7/^>i//VS N yt/zW^^A^ C 1 _ 6 T/l'^drv' 

C 3 _ 8 S^T^dr/V^-=¥^S N T^y^, C^jT^T^/S, C 3 _ 8 

^^n^r/i-^/^ 4».0^mmmm^m, c 6 _ 14 

^«£Hb7k*at5*;£:fc tj* 5 jsm i 4 M^&lf fit gl&S/^ h ft u 

C^sT^AT^ C,.,Sft7/^7$;S, 7^75/^ v 

Bi&£tLTV^ 1 b.£^C 1 _ 6 7/Mvi'g N c 2 .,,7;^;H % C 2 _ 6 T^=^ 

& C 1 . 6 7;^7 5/*^-;H, Tfcgfeg. C 1 _ 6 T^3dr>'£, C 3 _ 8 
m$iT;V*;V*3c*/m, 75/1, C 1 . 6 7 5;7M;H, C 1 _ 6 7;i'W 
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<fflBg^£Pb' >C 1 _ 6 T/V^S N C 2 _ 6 7/^-;H, C 2 _ 6 7Vl^=vU 

#^r^/>T/l"^^S^ C 1 _ 6 ;&/M?^$'7VT/l'^/l';fr^S'g N %/W<*:j 

% fr/Vbj ;VT Vt^/V^S^ C^^^a^^/v^S, C,_ 10 7A'a 

t^v^I, C 1 _, ; f/7/l'W5;^#=/H, Cz-e^T/W^T 5/^7 
10 /l^^g, zK&£ % C 1 _ 6 T/V3drv'S> C 1 _ 10 7/l'3^v'7/^/H > C x 
- 10 77^t^^7;^/H, Cj_ 6 t Rp^ri/TW^/l^ C 3 _ 8 ^T/1^ 
7^/1^ C,.,7^7 5 /S> C 3 _ 8 S^7/^7^ 

15 ^/l^^/i^ C ! _ ; 7;l/^/V7 ? / ^;>*=;VS , C 2 _ 6 v?7/^7 ^ 
/^yVjjwl^ ^^77^^ Any/1, C 3 _ 8 ^f£T/i'3r/l'S N 5 75 

;HfcJ;WyH^!)^lil^/i5il^U 3E^ S itfE5 75Ml 4M#5¥ 

C 1 - 6 7M;v7 5/^/^=;H > tKM, c^T/i^^v^ c 3 - 8 gt^T 
/l^/M-3r^S. =hnl, 7^;;I N C X _ 6 T 5: y TW^r/vS, C 1 _ 6 7/^ 

25 /vr^ys, c^e^w^/i, c 3 . 8 i^7;^75;s, t*/;v 
7^;s, ywKK, T/i^w^MwKr^ys. r^/u 
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,7^*/^/l€, ^7^>V7U£, *;W^/f/l/i, C^eTA-adrS/^yM?^ 
Cj.gT/^T^/*;^;^ *8££s d_ 6 7/V3^1, C 3 _ 
b^RTA^/v;^^ 7^;l, C 1 . 6 7U7;v^H, C,. 6 

5 1 4 A#^$8&amta& c 6 . 14 %&mmik&*m&&3$ i^sMi 

<tu!3g&£$f ' >C 1 _ 6 T;^^S, ^yS, ^7^1, 7V;H, #A- 
#>vvv^ ^ws^ Ag N C,. 6 7;i/n^^;^=;vl, ^^i^/v^-dr^ 
C 1 . a 7/V^7$/*;^=;H, tK^S> 0,^7^3^^/ 

6 C 3 _ 8 ^T/V=ar/V^-^v'£, 7^/1, C 1 _ S 7/UW^S, C 3 _ 8 
it7/^7$/l, 7W5/S, !?KKS, ^-^^ C a _ 6 T 
4/^^=/l/7 5 /Ss C^TA^-A^A^AiS, ^^77*^^ 

/nc^vs, c._ B atttr/u^s, 5^ii4i^tiiii^ c 6 _ 14 
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10 5lJ^5V^;ft^l £>S&^U z f±0£fctel Sr^U ££>f^ R 2 iR 4 f4lt 
L-C%j:<, R 4 feJ:tJ«R s «^^j;^)-^f c ^oT^-g-^Jf^LT^> < J;V^ ; 

15 L ; nfil Sr^L ; YMi^^S/cft- (CH 2 ) m - (5£>*>, mtel75M3<£ 



r 10 , r*\ r i2 n R i3 ^^R i4 nm-^tcnmm^x7kmm^ 
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lOS&^U R 1 1 1 R 1 2 N *fcf± % R 12 £R 13 fif££L-C, (i)N N 



<mmm&&mf" >c 1 _ 6 t/^^ > ^-^ys s ^rys, r^n, 

^P)IlfJi5 / >*< ^l^ST'g&^frbWT^J^C^gT^^l^ Tv- 

10 yu*=/w3E*5 it/ 5 1 4 A^*K**SSSl3£d»fe*5#a>6)jBfi*!,5^>fc 

< 1 ®£TB&$;frWTt> iv\ 5 8 %MMW^"B^L UTV^T t> J; 
V\] ^**>$tb5S**i-, <l>IB«©^**fctt-e©«[; 

<3> Y 1 ^-CH 2 -T'fe5<l >fB«©fc-g"«>*fcf±-?-©it ; 

<4> Y 2 ^-co-"efc5<l >m^,(Dih^^tc^(Dm. ; 

15 <5> Y 1 ^-CH 2 --e > Y^-cO-T'Id5< 1 >IB«©fli^'fe*fcW:-t 
; 

< 7 > A r 



r i \ r 1 \ r 12 n R i8 *5«tvR l4 ttWfB^*i:raicii**i-„] xm 
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<8> R 10 &£TfiR 1 *&*$I%?VhZ<7>fcm<Dfc&to-£iZttZ:<Dm o 
<9> Ar^(W 



R 11 




(n) 



d&<k r i \ r 11 , r i2 x R i3 &£xfR i4 te^fr?ftMm%mkmmm*7F 

< 1 1 > A r #5*; 



R 11 




(IV) 



Kfs R ll *5«tU f R 13 fiS&IB^ili:PI#«Sr, R ls ft(l)7K*0^fc«(2) 

< N, S&£VOi>>t>mt£hZ l*fcr±2fi<^>*5RJl^■S:^^^LTV^Tt>J:V^5 

8 M^fff St SrT&ft L T J: V \ 
<fuIBg&gi¥h >TIBgm£^h' *»baitf^5^«:< Hi©ST*tlifti 
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7^1, C 1 _ 6 7/l'3= 3 rv'*^;H, T $ /#/Wj?=/l^ c,_ 6 7 

C 6 _ x 4 ^«j^^7k*^S*5 ±W5M14 A*#&&**50E»> & ft <5 1¥ ; 
<fi(IEgmSl¥h' >C x _ e 7Vl"*7H£ % C 2 _ fl T/V^/^ N C 2 _ 6 7V1^-/V 

77y-f/i^ ^<y^^S> 77^;^^!, C 1 _,7^3*V7;^;v*/> 

^>*/^;vc l _,7^S, C t _ ! „ 7^3 ^ V*/i/^-;i'C 6 7;>^;u 
^v^, C 1 . e ^;7^W5/^;^;H, C 2 . 6 ^7/v^7;/* 
/Utf^/l-^ tK^K, C^^^a^S, C 1 _ 10 7^3^'>7/^A'S, C 1 
- 10 77^;vt*V7^/H, C,_ a tKn^7M^ C 3 _ 8 m^T/V 

S> 7^7 5 71, 7WKS> ^WH^^ C 1 _ 6 7;^/M/P*^7 
7x^;l/7x;l/*=-/l/7 5/S N C ^Ty^/W^/M^/l'SU 

C ! _ 6 * 7 7^7 5 7 C 2 _ 6 -^T/V^r^ 

MWsM&M, Wp|ft7 5; / 77 ;V-$=.;vm, P^tfcT S y -X/k^ 

#ftK»9i3& c._ 14 *w#te***aak 5^1 4 m^«m^s^s 

J3iWydft/!)^Hit c 1 . 6 7/^;H, ^-^-y£ N '>77S, 
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< 1 2 > A r 



< 1 3 > A r 



-*fcf±ffiJlftoT(l)**lR^*fcH:(2)TiB«feS» i fr&atftiSVvfftfr 




(V) 




(VI) 
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1©M^U ZhkZs R n iR 15 > R 15 iR 17 , R 1 5 1 R 1 8 > 3;fcte s R 1 7 
i: R 18 tef£l^LTltuf3g&» f ^f)I«Jl5^< £ t> 1 OgT'K&£tlT 

t> 5 7}3g 8 M^fffSt^HlM LT t> £ V\ 

<MIBgmSlf i >TIBffmSlf i ' a»6>»tf*L5^fe< i fc 1 (Dmx^ti^ti 

^T5;y^^=;^Sx C!_ 6 7^ / 7Vt"¥/v£ % 

^^2K*at^3£*5 J; 5 1 4 IftSIIISi^ 6> * 5 » ; 
<H&fB1IgU£8M ' >C 1 _ e T^^ % c 2 . 6 7;^=;H, C 2 _ 6 7V1^=VU 

^/-f/I^ ^<>yV/^s 77^/^^l N C 1 . 6 7^3^rv'7;^/^;l' 

v-# /t^=/^ C ! _ 6 T/I^dr C x _ T 0 n df C a _ 6 TVl^/t' 
C^e^/T^/WT^/^/^^S, C 2 . 6 ^7/^7^y* 

^^VS. T^/Ss C 1 _ 6 7;^;i/7^I, C 3 _ 8 gt$7V^/i'T 5 / 

^/i> 7x-;^;^=;l/7^yl > C X . S T /^/V^;Vt^=.;V^ 7 ^-jV 
^/V7jx-/w£ N d-g^/T/^uT^y c 2 . 6 ^7;^7?; 
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< 1 4 > < 1 >fB«©^»*fcf4 J E:©lfiSr^L-r*Sg|gi|a^4fe ; 

< 1 5 > )> d ^br^S^flc©^^|-C&5 < 1 4 >ia«(^m^ ; 

15 <16> h n y lfy©PAR lSf ft©WJT'fe5< 1 4 >|Bf ; 

< 1 7 > i«IPlfiT'fc5< l 4 >fB*K<z>iej«4fe ; 

< 1 8 > ¥m%3mfa<DmmmmMx°hz> < 1 4 >is«om« ; 

< 1 9 > fMnij& ftini& # ^auaasj; 

20 < 2 o > i6l^3e, jfiLflFsn^i, t^tii^g, jw*&je % mmms >bm&, 

1 4 >|B«©i&fiKI& ; 

< 2 1 > h uz/m iy^MPm^M<om^<otz}sb(o< i >fB«©{t-a-**fcf4-t 

25 ; 

<2 2> bn^tf^^^^iJ^PAR lSf#^"?ifc5< 2 1 >|B« 
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<otim ; 

< 2 3 > jkfrWLWkU%M<DWk<OtlL#><D< 1 ^ffiOik&yotftte^fD&tD 

&m ; 

<2 5> rt&iwa, im&s 
io mi*nmtz>ti$><DML&v>mn 

25 fflfcRW-*-*. 
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5 *W'fflmfcte\,^xm^Z) rc,_ 6 T/W^Sj itt, ^fg$G$Sl&V^6i@© 

7/MF7l/£&* U LTttWfctf^^ak ^f^Ss n-l/PtVl/ 

£ N i s o -/n fcT/l/£ s n-^f^S % i s o-r/fvl^ s e c-^/Ug, 
tert-^f/H, n-^O'^S, 1, 1 -^^Wn ^1, 1, 2- 
v^fvK/P tf/l-Ss 2, 2-v^f-/l/7"P fc°/l/£ N l-xf/^qlf;H s 2 

10 -ov^yi^n t?/l/£ % n-^^^I, l-^fvI/^-^/K/o t?/l/g % 1 
_ 2 - ^ ^jv^tn t 9 /w^> l , 1 , 2 - h y * ^jvzfu fc°/i/g, 1 -7° 
ot>/okVH, l-^/i^^vi^ 2 - /< ^/i/r/^/i/g, 1, 1-i^f- 
^f/Vl, 1, 2-^^^-/^^/^ 2, 2-v^^-/l/:/5vl/g N 1, 3- 
i^^WfM, 2, 3-^^^/V^/^ 2-3^/1/^/1^ 2-*J- 

15 3-^/W^?vl/£, ^©E^*fc«^^T/l/^/l/S^fe}f 

btl. i5ff4l< ^/l/£. ^5vi/g % n -^o tVl/K, i so-^p t°/l/ 
n-^f;H, i s o-y^/l/g, s e c -7^/I/£, t e r t-^f;H, 

*M»|£*5V>TfflV^ rc 2 _ 6 T/Hr=/l/£j f± % &*Sfe 2 ftV* L6fi© 
20 T/i/^^/^S^U 0JSfc££ LTfJ^fltf^/i/^ 7 l 

/l/£> 2-7 p ci'<=/l/£ > /f y^B^=/l/S, 2-^/1/- 1 -7 s o^xvl/^ 
3-^^-1-/0^1/1, 2-^^-/1/- 2 -^pK=^S N 3 — 
2-Z?u^<=.;vm, 1 -^-/l/£ N 2-^^/1/Ss 3-^=/l/£ N 1 
^x— 71/^^ 1 -^^ir=/l/S> 1, 3 -/.^fy^x^;^ i, 6 -^^f- 

25 yy^?vm, bft 3. 

^EfflSfcfcV^TJBV^ rc 2 _ 6 T/l/dr=/I/£j £f± % «**#2fcV*L6fl 
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2- 7 P n t°~/t^ 1-^-/1^ 2-y^=/VS, 3-y>-7US, 3-p< 

1 -/d t°-;H, 1 - 2 7'p t°=^S, 2 ^/V- 3 -7" 

i, e-^t^WA'S, bfts. 

^b^Is ^p^-/;vi, v-^n^^S, 

*wmmzio^xm^ rc 8 _ 8 v^n (gt#o T/^r^gj £tt\ 3^ 

^ n/r^- 3 ->f/U\ 1, 3 P v 5 ^^- 1 -^f/K p^^> 

-l-'f/K ^n^fy-S-'f/K u^-yy'-y-A—^ /k, 1, 3- 
^P^^^^-l— <7K i, 3 P^^^^^-2 — T^K 1, 

3 - i/? w<l/$i?3^-y— 5 — -OK s y?w*-*c±y—l-<4/K v-^d^dr-fe 
^-3 — f/K P^dr-fe^-4-^/K 1, 3 — ^ P^drifv^V- 1 - 
-OK 1, 3 P^^f-v 5 ^:^- 1, 3 P^sdrf-v?^^- 

1, 4-v^ P^drf-^n;/— 3-^/K 1, 4-v'^P^^f-^ 
i'-l-'f/K P^r^- 1 — >OK P^/fy- 3 --"f/K v-^p 
•^7°7 i >'-4 — f/K ^p^yfy-5--i';K 1, 3-v'^p^7'ry-2 
—OK 1, 3 -^P^-/ry- 1 — f/K 1, 3— *>^P^y^S?3i^-5 
—- f>K 1, 3 -i/^ p^t^^v- 6 — >f/K 1, 4-v^P^7 9 ^i^>' 
-3 -'f/K 1, 4-i/^ P^y^^zc^- 2 — f/K 1, 4-v'^P^?°^v ? 
3^-1 -'f/K 1, 4— ^cv/^SfctV-e— f/K 1, 3, 

Hxy-3-^^ % 1, 3, 5-^P^y* M> 3^-2— -f/K 1, 
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3, 5 -is? n^9 hV^y- 1 ->f/K 1, 3, 5-^n^H)xy 
-7 —OK n^xV- 1 — f/K ^o^fy-3--f/K v^n;*- 
^T^-4-^;K i^^n^-^7 i ^-5-'i'/K 1, 3 -i/9 nir9 9 V^i/— 
2->f;K 1. 3-V^n*^^^3i^-i->fyK l, 3 -v^ v 5 ^ 
5 ^-5-' fA\ 1, 3~x/9 n%-9 9^^-6-4 JK 1, 4— 5^ v*9 9 
&^>-3-' f/K 1, 4-v'^n^-^^v J rc^-2-^/K 1, 4-v-^n^- 
9 9^>-l-^f^ l, 4-v-^n^-^^-^o:>-6--ryK 1, 4-^ 
v*9 9i?^>- 7— f/K 1, S-S^n^^cc^-s — f/K 1, 5- 

1,3, h 
10 1, 3, 5-*/9**9 9 1, 3, 

1 --f/K 1, 3, 5— S^n;^* MJ^^-7-^/K 1, 3, 6- 
i/9**99 h5xy-2-^ % 1, 3, 6 h y 1 — f 

/K 1, 3, 6 —1/9*1'%' 9 9 b P 5 — -f/K 1, 3, 

i s o-^P/K^v^ s e c-7°P* 0 3rv^ n-^b^^S, i 
so-^h^I, sec-7*h^I, ter t-^h^S, n 

20 3rv-g, i so-^y^l, 1, 1 -S^fvt^n tf/V^-dr^ % 1, 2- 

^Wn^^i/S, 2, 2-v J ^^;^nfcV^dri/S > 2-xf;i/7 p D^ 
1-^^-2-^^/Pyn/jfdriyS, 1 

*ri/m, 1, 1, 2- h y ^^/W^nTK^v-S, 1, 1, 2- hy^/vyn/j? 

^ri/Sx 1, 1 -v^fvK/h^rv^ 1, 2-v J ^^/V7 ? f=3r^£ N 2, 2- 
25 S^^/^h^S/Jk 2, 3-^^^^/^^^ 1, 3-v^?vK/^- 

/M-^v^ 2-^^^b^v^Ss 1, 3 ^vt^ h df-^S, 2-/^jU 
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^v"S N 2 -fT-fls- 1 -^p^^/M-^v^ 3-^^/1— 1 -7° n-^Ao*- 
^v-S> 2 2 -7°^^=^^-^^^ 3-^^7U-2-7°n^^7^ 
^rv-Ss 1 -^-r^/l^^Ss 2-7x^/^^rix£ > 3-7>=7^^v-^ 
1 -^^x— Ao^i/g, 1 -^.dfir— /V^-^r^£, 1, 3 -^^r1>-^^=^ 

x.—/^ J^t-jv^ l-y-y^/v^ 2-i-yf-;um, TXi^/u£ N ^ 
\?7^~/um, Jy¥±-;v& s T±i-yf-j^m, yjvjrv-tv 

y« ?i?=./um. t'y^v^i^ t°7^-^S, hy7j/!J;H, 
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^^/!);n, -opy/^ -fy^Fy/i^ -r^K3J^=/^ yy 
^yyy^Ss ^yy/i^ ^y^yy/t^ ^yy^i, yyy 
s^Ss t-y^y ^-/^Ss dr/^f-y^s, ^-7-y w/u^ 
•/■r y v'^/kS. ^ ^ yy b y r v 5 -/^ t°7 tr y y^-^s, 7 y y 
^/V'S, y h y v^/i^S, #/w^y y #/w-*y y =;i/S, ^ y ^ 
-^s, 7a:-7->hny^7vs, ^^yt-y^^s, ^ 

^yt°y t'7/oti^;H, t°^yp t°y>?^s N ^ ; (io 

^y/7p;H, ^y^yyyy^s. ^; (iv) 2W±o^a»M^^A, 
f iiii^it ttttf 77 >) ^y^-yyyyvs, ^yy^y 
y y ^yxt-r i?r y y ;vs, y^y^r ^-/H, y *-y- y y /vs. 

y^-^y y^g. ^•y-v'ryy/^ t^ynw/DM, -r^yy^- 

fcj3»t5^W*MSrferf 5 Wx.fi a y vvug x t°a y /ug N tv<y vvu 
t'^7^S, 4 $ yv y ;u£ s £7 y y vvt-g, * yy y ^ 
* y x h 7 1 Kn y y /vS, 7h7tKn tf Tv 5 y ^=/^ s 

t°y (M*.tfy 

y/wr s ms *y^ws Kit *a>&ft***L*aE) t>-£**LS. 
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o 

*WM9*fc&tfZ> r5 72r£8j|«*3|tj tits 5 #35 8 

15 fflgl^K&vvt r n -j b&;;\'^;i>?'(7'titil±imm&&X*hZ>Zb 

WfeaTC&S U r i — j ^t±^ y*>f sr. 

SfflB-^ (I) -e^^^^S^^^fb-a-fe^^ttSR 1 . R\ R\ R\ 
20 R\ R\ Z> n, R\ Y\ Y z , A r ©tc|gttl!iJfB£jg<D£0 < XhZft, n 

£fc, R\ R 2 *5J:t>'R 3 i: LTt±, 7kHfM-3\ C ^aT/K^A** C 1 _ 6 T/U 
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$C (z) (±0^|flU\ R 2 iR 4 tt^UC, N*3j:0O^b3l(m 

iSbKs Y 1 bLX\*%.m&1Ztc\Z- (CH 2 ) m - Kf, mtel75^3<« 
(i)Y 1 ^-CH 2 -, Y 2 i5-CO-T'fe»^W, (i^Y^iOT 2 ^^ 



[5*»k R 10 > R 1 \ R>\ R 13 *5J;^R 14 «BulS^ailIIEa^t-o] xm 

fc:Jb\ (i) (Y^S-CH 2 - Y 2 ^-cO-) ©»^f±A r dSfltflE-^ (II). 
T-*fc$tb5«T?fe5^i!^0*b< > (ii) (Y 1 &£ZFY 2 tfW&&)<DW;&}-± 
A r ^7k^^-Cfe5 r t tf&t- LV\ 

R x \ R*\ R 12 , R 13 fcJ:tJ«R 14 ai^-^fc{±ffim^oT7K»^s 



R 



11 
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1 ©1T^ 5 £ t L < > *pX t> R 1 °*5 «t UR 1 4 ft** HW 1 T*fc 5 £. £ J: 

DjfSU\ $ b^s R 11 ^ 12 , R 12 iR 13 li^U, (i)N N S 

<mmm^mi" >c 1 _ 6 t^^k, ^ys, ^7/1, r^s % */u 

Cj.sT/^;^ Ci.eTv'/H, ^A'jtf^rv'A'g, Ci.eT/^^v^/M^ 
£ O £ 5 £ R 1 0 33 «fc XIR 1 4 (4tK*M^T 5 A r <P 4> T* £ <9 #il £ LT 



R 



11 
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7b^8gLmm$k*mj$.Lxt>£\<\i xmztizm;^: 



&x*w&&*ix^xh£<N, sfcir;o^f,»5 iifctt2fioi» 



10 Kt, R 1J *5J:^R 15 «-?:ttmBuiB«i:IIIM^> R l7 *5J:'t5R 18 f4|SI 

-*fcttttS3!co"r(i)**JB : f : *fcf±(2)iriBeiftsi^ i a^gtfaxsivffta* 

1©3E**U R 1 1 1 R 1 S n R 1 5 £: R 1 \ R 1S <!:R 18 , R 17 

tR^im&Lxmmm&m&f t^mtifi^^< t*>i<DmxwM£frx 
*pj«^*5it^. r^j ^Mfc^s-fk^ifrtttSr^riiu toil 
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mm. mx-t£y m *&&m&£+ B^^mm.mm, mm 

mm (fawifi, mmm, mmmmm, v ymm, &mm, m^mmm m 
m^^ymm m^tmmm, hvy^nmmm. *y~vm.m, -ry^yw. 
m.s m^mm, 7?« s t^y&mm, ^m^^ymm. w%.t£**yx 
/^ymm, hyy/^ntfyx/ufcymm, ^.^y^j^ymm, ^y^y 

<»itifei> 
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R1 
R2 





' N 




I I 





R4 R5 
(l-a) 




NR 6 .HCI 




(I-b) &*mfcki-Z>m&T^ ^^(I-d)O^^T' 

(I-b) Sr»5r.i:*s-e#Sc 

h%W±T/i'*/i'T 5 £ t>^MM-t-?> £ i: le: J: 19 (l-c) £#3 r. 

(D^mz. «t "9 fx 5 r. 5„ 1 ) (i-c) <£>ri? h- HJ /w-s&ifct^ ^s<d dbu 
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<mmmj> 

(*dr-A J) 




(J-a) (J-b) 

5 ^_ js (j-b) Sr^^t-TSm^T ^ *J>{I-c)<D&fo 
SrCfc^S^Rl, R2, R3, R4, R5*S £ t>'R6 fifjf ^ 1 Lfc (I) -e^ftSfc^ 

^^ft^^il^CT^5o R7te.*7VUk5^tea^/i^£aH- 0 
jSE*^K*P »7A£>#&T\ tT-Asa^-yj Kfc5V>ttrc^/ug-^ K&ftMB 

mriia^) (j-b) mr^ms. 

Mit^IfeJ:t>*J^ili^i:^5y^^A(I-a)« N ±JC Hansen, Donald 
W. D. , Jr. , et al. W096/35677 KUBtfcO^feO^ A 1-1 &5 V»fi 1-2 Lfc 
#Jfefc: ± 19 fir 5 £ £ 5 # N fc° p ^ ^Sfef|^ N hf o 5 / 

— /M$3Jffc[C.Najera et. al. , Tetrahedron Asymmetry, 10,p2245(1999)L T/> 
=1 drv-^/l^^^/I/g^^^^tT. S. Mansour et. al. , Bioorg. Med. Chem. Lett. , 
1, p757 (1991) „ K. J. Lindstrom et. al. , Syn. Coramun. , 20, p2335 (1990) ] N 757 
3sfitfct^{fc[S. Ranganathan et. al. , Tetrahedron Lett. , 29, p3111 (1988) ] N $> 
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M.E.Kraftt et. al. , J. Org. Chem. , 57, p5277 a992)^£lEfc<^&£/S^T-£'fiSc 



R2 R 3 R^RS 2 * 



o 



R1 
(11-a) 

1-2) 



R5 

R4 N0 2 




R2 R1-^/ co ^ 
G 2 N— R3 -° 2 N -Ar4 R2 3 





R3 R1^C0 2 R R4 NO z 

(l-a)[R5=H] 

:£*R1, R 2, R3fc it;R4«ff^ 1 Ltc (I)X*mZtlZ>ibG-mztett S£» 

5^/V#-;Hb-^#l(OWittigK^fe5)V^{lHoner-Emmons^:jSs fifcY.Ueno et. a 
1., Teterahedron Lett., 39, p3753 (1978) ^|Bft(7)^#^IJ^ r t 

£ b (31 (I -a) T'fe b :b £ ft5 7 * * A J; * df- 1-3 £ X t>* 1-4 ^-^feT 
(x^r-A 1-3) 



O 



(l-a) 




-R3 R7X 
R4R5 tX=Brorl] R4 R5 

(13-a) (13-b) 



iWRl,R2, R3, R4, R5& J;^R7«fi^ 1 X*7jk Lfc th 5 fc&mz&V 
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\- iS^Z>~bfc£<0 (I3-a) 

r (ci (13-b) ^itms. 
I@3te, &m&*$fci;-tZ>Ji&;X«hZ> 0 V? n u * ? Lfc MJ 

'# tifcte-a* (i3-c) i *3 j; t>* j -e^ Ltc^m^ ct i? s 

(*3r-A 1-4) 




R4 R5 R4 R5 

(14-c) (14-d) 

5S<£R1, R2, R3, R4*J it/R5f±lt*^ 1 "Ctf U7c (I) X^ftSfc^tlK&ttS^ 

«^|^CT'fc5 0 R8te, fi^$tlWTk J^T/l^/l^, fim^^TV^T^j; 
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6 0 flST^rt K«rJBV^fc»£H\ HlJ»7kRJ6t>JtfTU(l4ra)T?jfe 
Z>t>£ti6 «:# 3 r £ # T? £ 5 „ ffiifp T^x fc KSrJBV^Stetett, 

Tir h =. h y ^©Jgj&ifj DBU £ i J: U (I4-a) Sr#5 - <b Z> 0 

IS 2*3 J; tM fit, fi«at^BNf1-5^tfe*C*)t), * A I-3IS2 

(I4-c) &#5 £ t ^~e£ £ D 



1 T'^Lfc (I) $ tlZltitVo K&tt ZfemtmCX*hZ> 0 R9 «7KSf JjjH\ 




(K-b) 



R4 R3 
(K-c) 



R3 
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5 

<Mit?feAP> 

75; 7*y-/V-»*#:^©#iiJBiHSFfc3te*1» Bg#(APl-c), (APl-d), 
(APl-e), (AP2-b), (AP2-c)*5i0(AP2-d)^J^i-5^T*fc5 o 
10 (*=^— AAP-1) 

,5- v5* V S; 

(APl-a) (APl-b) (APl-c) 

JM3 




(APl-e) (APl-d) 



^X^r-AiL (APl-a) (APl-e) &£fitt* 5 St* Rl f*7K**S<fc 

15 t>'R7i^a^fe§ 0 

IS ltt, 7U —7*^ 7 7 h Xi//Wbtf>IgTfo5 0 (APl-a) DD^ 
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(APi-b)£#5::£tfs-c#5o 

W»«©«iftIfI % 38jiffiifefc5v^tt«^gSfei:R^5$*5 ri(a^) (api-c) 

IS3 tty (APl-c) ©7K®SfC«/r <£fl£5£<Pg&g R2 ^A-t"5Xg"Cfc5 0 

h y t^jvt 5 t° y ^jtaMfcfc i t^*^ h y 17 a^©m#^et. 
s. R2 mo ©ig i -c^n Lfc R6 1 wire*) a. 

xa4te, ~ ]^S©it55xaT*&5 0 7h7tKB77^ g|^if/K y 

rc^y-/^^^, mbT^^^^^Ts ^E^SM^Tife^tlxLT 
Rjt&^-frS^ifet cfc oT t> (APl-e) r t 5 0 

(^df-— A AP-2) 




OH 



X@l 




OH x ® 2 




N0 2 



(APl-a) 



(AP2-a) 



(AP2-b) 




(AP2-d) 



(AP2-c) 
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(APl-a)a>b(AP2-d)££j&«#£T*&5 0 Rl tt**®^ 
m £ <£ *) (AP2-a) i £ *STt 5 0 

^#^^'^ I ^^MMfe^v^fl^S«iSJS$•^5 ^ J; >? (AP2-b) £#5 
I® 3 tt % (AP2-b) ©Tfc&gfcffi* ©ffit(OgmS R2 £$A1-5Xg-Cifc>3 0 

h y t>v*)vt t° y s?>jNrfr33 it/**^ h y <7 a^cd«#^et> 

ffi* ©^ 7^K^ -> I/- b 38 J; b > l«" — h $ (AP2-c) Sr#5 £ <t ^ 

t# 5 0 ss* R2 fiM5t& mo ©it i -e^ tfc R6 1 mm-vkz, 

tioTt) (AP2-d) - £ 5 0 

mr©®5t& pp ^^^atfe bol m n mtm ap Lfcte£& £ jdsc** t Ltc 

<M5t&PP> 
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Ri . Rl 



R1 



HCI.HN — ' Cl ^NH ^ N R3 

(PP-a) ^Cl (PP-b) (PP-c) 

IS 1 l±fc&Vs (PP-a) ©T^/SSr^^np ^J-jVT 5 ytlit^I LT 
tf^y ^^Utr^jjSf « xm^ifeS- & £ t < (PP-a) tf^^ n ni 

L # b & fxv ^ (PP-b) Sr#* . 

10 ^Sr«-T 0 

**3, ^3t^PP©iS:^^iiLTt 0 -<y^v^P5^$tlIB$tlTV^5^ % 

15 3 0 fltfMb (PP-b) fci^ n 13 y * ^ N f^tKc 7y V«8s©i»iOfc 

*/kt^ tri?i?^*fr^o^r«es#^T^s*3gR3-xi (xi&^u^v) 

SrRJS$* R3 0#A$^fefb-a-t) (PP-c) £#5 ii^T'#5 0 tt$ R3-X1 © R3 
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jk ^mm^nx^x-h^^^<^j^^M^t^ 0 ^^(pp-b) 

*mmmx*n h frttft&m (pp- c ) » n $t&& a ^m^mm @ w^fc^ t 
<mmmMo> 

Z1-Y1Y2 Y3-Z2 

(MO-a) ( M0 -b) (MO-c) (M0 _ d) 
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AN-l T#btl/c^-^fe(ANl-b), (ANl-c), (ANl-d), (ANl-e), 
(ANl-f), (ANl-g), (ANl-h), (ANl-j)^J;t>*(ANl-ni)«, ®Bi?!fe A K^V^t- g ift 

(^ar—A AN-2) 




(AN2-d) (AN2-e) 



mXhZ> a i^RST&it^RSSte, ¥hhfr~ JjfrffiJjfcT^ Ki4ot7=y 

1^1 tete£-^(AN2-a) £\§t3f?£ PR 0^=3r-is PR-2 <DTM 6 ©-^-/Ht^ 
Jfr* X >^ 7° £ H3#tf>MJI£ It, % /Vi$~;V(D$m & tltcfcg-® (AN2- b ) £#3 
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tfcUS:!? (-N-C0--» -N-CH2-) S ^c^7 i ^SrT^=i-/^ ( J;^-t-§(-co-0--* 
-CH2-0H, -0-C0- -> -OH 0* L< tt^fe(AN2-b)Sr, S^fvU 

5 c ) ri^x^5 c R39 £ R40 f± % Ztl^tl R37 £ R38 ^±|BO^ 

XH 3 f*fb<£fc(AN2- c ) §Jjg?£ PR A PR- 2 ©Ig 7 ©-^* -/HM 

Xa 4 Htffc^* (AN2-d) g&g R39 & 5 V > tt R40 ± tK^S * W L T V % 5 4§-£ 

£ R4 1 38 J: Z>* R42 - <t ^ $ ft fcfc-£^ (AN2-e) 5 £ t ft T* # 5 „ 
#XfeT?fx 5 SJfcttx W&tk PR ©* A PR-l ©Xifl 1 Otitic LTff 5 o 
A AN-2 T*# 6> frl/t^ft (AN2-d) *5 «t (AN2-e) fi N A fcft Vftft 

15 <«BiifcB0> 

Mit& bo ^^t&t^i-^-a bo-i, 2, 3, 4 <<-yx**ww®& 

(*3r— AB0-1) 

?l Q „ 181 P. „ 182 Mj, X@3 F „ IS 4 ja 

yCc~ * — - ojtxr * — - o^nh — - — - 

1 0 ^R2 0*^112 0^R2 1 H 

(BOl-a) (B01-b) (B01-c) (BOl-d) (BOl-e) 

20 5*# Rl tt^jffe PP ©Xa 1 Ltc Rl IWT?*> S 0 R2 f±**J0K^ fi 
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*i7k*«r^ffl$^r*v^^SrWii-5 i £K: J: 5 (BOi-b) £#5:: 5. 

JB$*5Jia:fcJ:9 (B01-c) *#5r i:*STt5„ 

10 K> i^fl^- K Phis is— h&^Ba»£> l50°C^X^*D»^T-e 

f£ffl r. £ (c J: D (B0l-d) £#5 r. <b 5 D 

15 (BOi-e) r. £ 5 0 

ABO-1 T*# b htzit&m (BOl-d) *3 £ t>* (BOl-e) f± N $SBt£A« V 
(X^— A BO-2) 

(B02-a) (B02-b) (BQ2-c) 

20 Rl «M5tfePP (DIM 1 T*£iS Lfc Rl t mmX-bZ. R2 ft* ^-A B0-1 

fclBlfc© R3 il^lttXfc5 0 
IS i fix *IHs©T/u*,Mb©:frifc"T»fc3 0 ^ f^*;vA7 5 K^* N 
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TTftMB £iir5 li^J; *J (B02-b) Sr#5 r i tfST*£ 3 0 

M-r^^^rS^iti?) (B02-c) £#3 r t &X*% 5 0 
dr-^ BO-2 T*&t>tl1t4b&fo (B02-c) «\ ®?it& A fcfl&V\fti& 1 

(^dr— ABO-3) 

IV„ in 1, 



ri (i7k*M^ s g&£;h/T^-Ct> J^T/p^/i^ fi^^nTV^Tfc 
gg^T/Mv^K, flKfeSftTWCfc £V^/i^:ar^£iH- 0 R2 (izk*M^ g 

m&£ftX^X$>£^T is/I'm, g&£ftTVvTt>«fcV^/K7;a-^l'S > 

^^f©IS#^T> #i^7^f K hVV'-b^M^b 150°C 

*-e©JP»*#TT?ffffl$*5 ZkKt. <9 (B03-b) Sr#S EL t 5„ 




(B03-a) 



(B03-b) 
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&mmiK7kM%fcm£#z>^-ftifr*w$ii-%z v (B03-b)&#5r t& 

5 i fcfc J; 19 (B03-b) S 0 

fcJK «tt*#TT?««flli-5^i:fcJ:»J (B03-b)£#5r 
*Xdr-A BO-3 -e#b^fcfb^(B03-b)^ N $K£ife A ^V^JUg 




(B04-a) (B04-b) (B04-c) 



Rl titMmfe PP ©It 1 X^m Lit Rl £ HWCfc 3„ R2 f±* A BO-1 
fcffi«©R3 tmmX*hZ> 0 R3 te^dr-ABO-3 fcflBifc© R2 kRUkth&o 

I®lttT;WSF-/Wb0^rfet*ifeSo TAWADA, H. ; SUGIYAMA, Y. ; IKEDA, H. ; 
YAMAMOTO, Y. ; MEGURO, K. ; Chem Pharm Bull, 38 (5), 1238-1245 (1990) <D^^ 
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t^wtCi 5 (B04-b) Sr#5 r £ ^-e# 5o 

^ftflPOlSTfifeSo X*-J* B0-3 <DXH 1 £ W\m(0®>m& LX (B04-c) &#3 0 
*-J± BO-4 t?# & tbfc-fk^ (B04-b) *3 i 0 (B04-c) (±. A (C^V ^ftft 

<1*3£& B0L> 




(BOL-a) (BOL-b) 

pp ©ig i x*fcm Lit ri tiRiii-c&s. r2«7K*m^> wm&tix^xh 

tc £ t> (BOL-b) «r#5 £ 1£X% 5 0 

BOL T^btLfc^^X^-drf-y-y^^y ^g|^(B0L-b)(±^itfe A 

<S£5ti£CA> 

S43tifeCAt*5V^eAT^i-^dr— ACA-1,2,3 tt % # r a — /V-f§##:<Z)— ft 
(*3r— ACA-l) 
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JLffl f®i 112 0. IS 3 ¥> 

^ — - a^o — ► b XX m 

(CAl-a) ( CA i- b ) (CA1 _ c) (CA1 _ d) 

,5- -i « . <$;• 

Br'^CHO Br^^OH jfe 

(CAl-e) (CAl-f) (CAl-g) 



I?ee7 



R1 

n R4 



3 

(CAl-h) 



Rl tt % PP <£>X@ 1 t?|B«bfc Rl t mm-efo% 0 R2, R3 *J ±t5 

R4 teMitS; MO "CSSl Ufc R6 *3 J: T* R7 5 
X® 1 f*<b^fc(CAl-a) h^v'^f : -/Wbi-5^T'fcS 0 *?*?A, 

^Wo!) K(M0M-Cl)^ffl$-fr5i tt?(CAl-b)*s#btbS„ 

x® 2 « (cm- b ) h f/i'&<DWMmh%z%mm i>it*ju h y 5=-^ 

X@3 tt(GAl-c)©* h^^^vS©^7^Sr^n Afl2i-5^T4>S 0 * 
y -a^Mt* (CAl-c) <h Jfefc § i£5 „ r * Lfc*-fb*c*fc J: 
•9 h drix^ ^vSttJKf* LT (CAl-d) <£r#3. 

XS4 tt(CAl-d)©7KKSma^©jlftS^Ai-S^feT?fc5o MO CDX 
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a 3 (o R7 ma t mm<o&mtc * 19 (cAi- e ) £#5 0 

(CAl-e) &£*SfcttJMILT* n/HiftA«Bfe«r^ $*fc^SfS!Ufc^ 

5 xe6f±*^^-^ cA-i ©34 tmm<D%m-?m&:MM tmx^ntdt^ 

*(CAl-g) ^#§0 

3„ $^&M0<z>I|12 i:Xm3©jI^ai:^^LT{b^%(CAl-h)?r#S 0 
#*dr-A CA-1 •C#fe|XfC'ft;^(CAl-g)*3«tTJ«(CAl-h)^ SBt&A fct£V^ 

10 %mnmb&yo^tmfrtiZo 

(*df— ACA-2) 

jrV°R2 — ^ A,-™ — ^ jrV°^ R4 

Br^^OH Br^^OH Br'^V^' 

(CAW) (CA2-a) (CA2-b) 

CA-2&, attt^^a^/MRWo-jRW^feSrat-f,, ^Rlft, 
PP Olg 1 TlBife L/c Rl t mmVbZ, ^ R2 *3 XXf R4 MO 

15 -cj&BUhRe fcit>*R7 iiam-cfcs. 

Sn?*>3„ R2 tfM h*^^S©«^r±(CAl-f)Sr 6MMIt5^^ 
■C^— ^ Ufn- />) (CA2-a)^#btl/5 0 
X@9te#^ = -/MDT/V*/Wbfc«fc DlftH5m (CA2-a)£^ 5vU* 
20 /VAT 5: K> T-fe h= h y/l/XftT-fe h^O«ft>t>KI« U jiMHrV* 

Tl6-a-^=¥^^S|(CA2-b)4-#btL5 0 (CA2-a)£7i? h>£3:St« 
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*x3r-M CA-2 T-#&ftfcfc£ifc(CA2-b) tts Mit&A tef£^*fci6W&6*^ 

(X$—J* CA-3) 

IglO XSll X3gl2 

cY" — ^ rr° R5 - Br ry-R5 ^ Br rr°R5 

^OH ^OH 
(CA3-a) (CA3-b) ( CA 3-c) (CA3 _ d) 

^df-ACA-3^ *f n-;k2 tiiI*©-^W^fe^f 0 5*#> R5 *3 

IS1 0{i^7^n-/KCA3-a)^M^|.i LT^dr-A CA-1 ©Ig4 £|HH<D>£ 
Set* (CA3- b ) Igt^ 5 . 
IIll fi(CA3-b)fc:;*3f-A ca-i ©Ig3 fcR«t©;friirt\WU£fc#fcfc 

V^^(D/^{i^S^^^PA^Lfc(CA3-c)^#SX@T&5 0 

IS1 2fi^df--i.CA-l(DXm4 t|^m<D^-eR6©^A^Hfc(CA3-d)^# 

* A CA-3 -C# btlfc (CA3-d) tti^ife A jfefclflgo "Cft*! g ftfc-g^ 

<®BtftC0> 

M&fe C0<DX A CO-1, C0-2, C0-3, CO-4, CO-5, CO-6, C0-7, C0-8 *5 «fc X* CO-9 
A CO-1) 




(COl-a) (COl-b) (COl-c) 

* CO-1 (DtZ* RUR2 te®B£?£PP ©IS 1 -e|B# Lfc Rl l^aT'fc 5 e 
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R3 ttrntm mo xmm & tiit R6 & x v r7 t mmx*hz> 0 

Tvu* n y Kfc-TO'CfrfcSMrctfMB £ £ J: 5 (coi-b) 

1. ^f/v*;^7 5m«f «7jy*^ fcmfci-hv 
?j*m(Dm.mw$ETs &m^74v\ *vw-k hvu-b i5o°c 

*T?©iPfa^Tt?^ r i i 0 (C01-c) 

2. fF7t KP77^tft^f^ T* h = h t°y v>>\ 
fflft*7k4fe£fftB v^^SrS^-f-S itiat) (coi-c) fc#s 0 

CO-l -e#b^fc{b^(C01-b) # £tMC01-c)fi.8fiiSfcA fcf^ft 

fenmk&yo^kmfrfiZo trat (coi-a) &KatS: a <d*^-a a-4 <d(a4- c ) 

ofWfflL-ct>J;v\ 

AC0-2) 



Rl ttSBtife PP ©IS 1 T?fB« Lfc Rl £ P&-Cfc3„ R2 f*K3gjfeM0 
fc R6 *3it5R7 £ mmT*hZ> 0 R3 tt#abSr#S|Sr*^. 




(C02-a) 



(C02-b) X=C1, Br, I 
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isi w: stiiie^ y?y yymz^tc&m^mm&mvmAjjfcX'hz,, 

5 C0-2 T»# fe ^fcft-fr* (C02-b) ft, gKgjfc A iCftV^ftftg frffc£j|fe 

(*3f— J»C0-3) 

fY°R2 ^ fV°R2 ^ rrV 0 R2 _ „ (rV°R,* 

Br A^0 Br A^ r R3 Br A^ v R3 - Br A^ v R3 

R3 X R4 N R5 R4 N 'R5 

(C03-a) (C03-b) (C03-c) (C03-d) 

co-3 <*i/*ja,t % *mnfc<oHm&tfm%&t 9 ri n 

10 R3 PP <£>XH 1 t?|B«4 Lfc Rl t ra*T?iba o R2, R2'«^it& MO $ 

*bfeR6*3±TJ«R7 tliJjftT'fcS, R4,R5 A B0-3 WEft© R2 £PHfcT*> 

5„ R4,R5 tt-IS^jfco-caiSr^L-CV^fciVNo X tt*»K*5«ttJ«#a 

15 *.&>£fls/fl$*fcfK ^WtM7 5 K^K tr 

y ^ h y oi^/vt 5 yf©tl#ST^ * y*fr7*~;v? p y K^&## 
£*(C03-b)£#5 o 

1. **/-/k T-th^hy/K rh7tKo77yii^ # 

20 87 5 V&fEJB£lHC03-c)&#3 o 

2. 5?^W*M7$ KSFIH^H ^7jy!7A, 7K*^hy !7A^©i&S 
#£T, #i7? yt^$t5rt(a!3 (C03-c)£#5 o 

3 . X ^7kM<£>1§£\ f ^ , 1, 8-^7 if If > ? u [5, 4, 0] $ 
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IS 3 fi R2 ^ R2 *SzkIfc2^#«S©*^©ittfe£ R2'^©aS**feT?*>5 0 « 

MO ©X@ 2ilg3 Ojg«3l i ITOfc LT^^fe (C03-d) £#5„ 
#;*3f—A C0-3 T-#fe^fc^#»(C03-c)*5«tTJ«(C03-d)» s M3t^ A fctt^* 

(X$—J>, CO-4) 

/Vs 2 ^ rV" 2 XS2 iV" 2 Ig3 iVv 

Br'^V 0 Br A A^R4 ^Br' J ^V^R4 Br^A~R4 

R3 R3 R3 R3 

(C03-a) (C04-b) (C04-c) ( C0 4-d) 

dr- A CO-4 fi Wittig &J5fr£*fJffi bfc 7 * 7 — /l^*5 «t 7 * / ^ VflNMfc 
©HttW^ife**-*-. ^Riri«l3gfePPT?|B«UfcRl iHWCfcSo R2*5 
it>*R2'«^at^MO-e^$tlfcR6fcJ;0R7 £HaT*fc5„ R3 fit**!^ ffi 
iRT^^/UKSr^i-o R4tett&£ftTV^t>^T/i'=2r/i^ g^ftwrk 

Illli Wittig R&&WMl,lLTA**A>{k<D%m'?hZ, mfctf-vis, 7 b 

-fb-7-hy $j*m<DM.m&&T, frm**-?*-?*^ fcx7**-htfemz 

TtZ^-ftlfrfDjimzi. X) (C04-b)£#6„ 

j - ; \,qt«r ff* i/*J*kW&**zm&\Lm5t*fi*>z.ktf'r*%^ tt&m (C04-c) 
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MO ©Ig 2 <b xa 3 Oji^Si: |^#^ LTft;-^ (C04-d) £r#5„ 

A CO-4 t?# b frltcik&m (C04-b) , (C04-c) *3 X T* (C04-d) «\ i^itfe A 

CO-5) 

er" — Br xT— >a: — B r jX R3 

(CAl-a) (C05-a) (C05-b) (C05-c) 

\t,yv-y^yy y&fo*mffivtz.y^;-/\>>te&-(f-7x. 

/ *zmnfc<o-mft&m£*m.ir 0 ri mmm ?? <dtm i x*mm vtc ri 
t t> j: v ^m^r^^m R3 fisnst^ mo x^m £ n± R6 & j; t>* R7 <t m 

JiUitey *-^<D;<yiti*y'uMk1-z>%fex*hZ> 0 ^^y-;K 

Ig2tt7U-f^77 V*%mVtcT/\'*Mk<VJjfcXhZ>o H.katsuki 
et al.,Synthesis 603 (1999) (Djj$z\Z. s -^-trV, n di^ i/^'K 

<fc 9 (C05-b)#5„ 

(o R7 mxmt mmnttkm* lt^%(co5- c ) <h#5„ 

CO-5 -e#b^fcfk^(C05-b)fc «t^(C05-c) A «l\ft 
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(*3r-AC0-6) 

Rl R1 R1 Rl ^ 

^Q ^ISI o v 0^o.X@2 X.0H X@3 X@4 Ar- 0 - 

U IU COORi *- Br^COO^ " Br^COOR; " Br^S 



R3 



°R4 

(CAl-b) (C06-a) (C06-b) (C06-c) ( C 06-d) 

jfX*c—J>> CO-6 tt^^^V^fl^fccttN^^^T/l-^— ;vmMW-(D~ f& 
m^m^m'to ^ Rl Mit&PP OXgll?l2«6bfc Rl kmm-ZhZo R2 
5 nw&£nx^xh <£ V^T/^^S, R3 £ <fct>* R4 mo T*/£a£*Wc R6 

TM 1 &(CAl-b) h *c*S* ^S©g^S^^^»Jffi Lfc^ V 
10 T^*/^$-y$*- V *1fem $*(C06-a) £#S 0 

15 R7 mAfet mM<Dmm* L-cfti^(co6-c) &#s 0 
ig3i mm<Djjmz £ ^ (co6-d) 

CO-6 t?# fhtzit^ (C06-b) , (C06-c) So £ t>*(C06-d) fit* A 

20 im^Mcmnmk&yo^kmfrtiz* 
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ISl 



R1 



JM2 



R1 




OH 




(CAl-e) 



(C07-a) 



(C07-b) 



R1 



XII 4 



IS5 




C00R 4 
(C07-c) 



(C07-d) 



A CO-7 fi % 7 z±*^A,T )V^~)Vl$mW, 7 ^-A&WS&lfc&XX!- 
7 ^fl^ft©— JttW^^afeSrat-r. Ri ttJKiSfe PP ©It 1 T»1B*i 
Ltc Rl tmm-ehZo R2*±VR3f±Jil3tifeM0T?3eH$*LfcR6*5j:O«R7 ilH 
& t? 5 „ R4 *5 i 0 R5 ftSJft & *l/t V vC t> £ V ^ TW* /Vg 

Wittig KJfclqK< W Kn^lz-v-a^^lct^TK^S^A*- 

(C07-a)fc#5 o 

IS2fi*SHIitljyi R3 ^AtSlStfcS, KSt^ MO ©Ig3© R7 

l?l«©ftySIS: LTflS"£* (C07-b) &#5 0 
xa3lili^SJ©©^T*fc5 0 f h7tKo77y», r-^B#£ 

^/^, ^ * / ~^»E*^#1iffltok*8S 4: tfMB $ * (C07-c) fcfc S . 

IS 4 U&fc(DjjfeX'%>Z> 0 Mangzho Zhao et al. , Tetrahedron Lett. 39, 5323 
(1998)fcfE<fe£>;£fefo^fi Ryoji Noyori et al. , J. Am. Chem. Soc. , 119,12386 
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(1997) \zmm<DJjfe*ffl% LXft&to (C07-c) £#3 0 
X© 5 fi R2 ^S**^®^© 7 7 ^9&<Dj&f$tj3feVbZo ^7 

IB£-£(C07-d)£#5„ 

=3r— A CO-7 "C# b tlitititVo (C07-a) , (C07-b) , (C07-c) *3 «t t>* (C07-d) tt N 

(X^-ACO-8) 




(C08-a) (C08-b) (C08-c) (C08-d) 



IMA Ri Iil R1 XS4 I 1 „ 

Br Br Br Br T|§5 R3 n=l, 2 

(C08-e) (C08-f) fe (C08-g) 

a-? ymm#<o-iet#>&j&m'?ibZo ^ ri tt»3Sfe pp ram i t*ib« Lfc 

X© 1 li*iS©7^^;Wb©^ST"fc J. M. Janusz et al. , J. Med. Chem. 41, 
1112 (1998)<&;fr4fctJ:t£l\ S^^vUfc/uATS h\ Tir h=. MJ/wXf4T-fe r-v 

momm^, a past- h y t a#st> y r>^ sftt-v^Axtt*^ 
f-hy 7A^©^£#^Ts i-*r©ry/w>7^K, 7!)^v/wk ry/u 

h v- h &f£J3 $-£"C (C08-b) &#5 0 

XS2f±7 9^SlfeJ:^^-7*i/||tSr^fiJ5i-S^ifet»*>5, J. M. Janusz st 
al. , J. Med. Chem. 41, 1112(1998) O^&fcSV^ v^i/^^nU 210°C 
-?f£J8£*(C08-c)&#5 o 
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a y Ki-7o°c^b^fi^ffl r t ± 19 (cos-d) &#5„ 
5 K£ftUB£i£5r£fc:J;»3 (C08-e)& it5(C08-g) &#3 0 

Xg5fi77^S*5i^^-7^^SSr^"f-5^T?&5„ J. Schvraltz et 
al. , J. Org. Chem. 59, 940(1994) <D%feltZ$£\,\ *f-;VT± V T 5 K&j&tK 

io r. £ fc J; p (cos-g) 

^M^-i* C0-8 •e#b^fC'fb^(C08-d) *5 £ (C08-g) f£ % fg&& A fct£V\t 
(^.dr— A CO-9) 

_ _ T ip -, R2 R3 -r-ip 0 R2 R3 „ R? R3 

Q rcooRi _Xfel ^IS^ Q> CHO 183 Q>S-C00R 4 

Br Br Br Br 

(C09-a) (C09-b) (C09-c) (C09-d) 

15 CO-9 tt, */l^yttRift©-«^fe**t. sSf R1,R2,R3 

IilttT^/HilO^feTfcS,, ff7tFn77y> 5?^f/U*M7 5 
Ki&KE'K # !> !7 Ajg 3 ^ r- 3^ h\ TtcSlftlf - r- J> !7 #tr;^;WN 
7 K\ ^ 1/- h „ h is w h SrffUl $ * (C09-b) &#5„ 

~?J»s^ K*^JB£*(C09-c)£:»3 o 
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*^=3r-A CO-9 T?#b^fcft^*(C09-b)*3il/(C09-d) WMgjfijfe A fc^V^ft 

ste^fc (i) ^7 y-#t LT#bti«»^ WB©ft:^« (i) «tt 

jtwm\mm^ ctz tzim-z, st^m^mm^nLx^ pari mmmm. 
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fc<Dffin.m m\z h n ^ tr y<D P A R 1 §:^#:©^^J) , (ii) jk/^ffl&kWIffl* 

Bmm, # y«ei&*3 jc v/* fctt^jj rum <owm$m, w a^h, 

& mj& n tf*mte&zv/t:i£ftyvrm&<Dmfc&m&&tt&&&<Df& 

ftffl, !Stt^ % J/Bym fn^-f- 

#k »A&, ttfcflj, ggftftftU £HS8k £**!U jftt5«, a'- 7 

»$Rau *&£ik &£T*&mz£V)£mm, %{t 

wtiu&mm. pnmmi, mmu mtim^if^mm-r^^ 

mm<£*imxh% 0 

m ; (2)ffl/^7^, mt^yyjvmvmwm ; (3)5 y* 

as ; w^ya^ ; (7)^y ^-^^^v^jigjK^^x/K y^^^mmm 
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B1^!/^J|3-;K y^tT /V&£f<E>^t§T/l'r2— /V ; (11) ^/Un — * N 
5 = (13)»»*fc£tfSfctfe>*l3 0 

n-^ N 77 1^7^, h7#^K tKn^Bf 

xKy y*p t°i/^yy 3—^. ^y^v^^i^ . /n^^uv- y ^5 

if^^>*, fe B H ir^P-*s W***^- h y 

25 DTg£*!k $»#J, »«R3W, «*»JfcW*^S:apx.fc«, fljffefciU 
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ft, phpwj, mmmu mt, >&mzfccxmmmmk £mt%k 
mmm. mmimk wastim, mttnitx, ftmz&vmmfc-tz, mm\<om 

fc^v^ *°!Jy/^h8 0 s =^fy^7^\ /j?y ;^-dr^^I:^^^y/^tr 
y ^/ y y ^- hm^mmn^-fmm^mt vxn s mmwn- h v 

mx\ mx.t£WMVo^ nm, M7vHfc N vvt^m. »7/^^;^ 

JJIJMik yy^Su y^SCS. ##5T^=<^ 

phwj, tfmm. ^i^-hsru mmm%k m&m. m+%k*%mui-5 

Z.k&Xi* 5 0 ^S^DT^Mbfl»ffi5r#-rs^\ 

&mwfcfrfrz>mm<D®-$-m*. ^(oum, &®k s^ug- 
m^w, »j^*i~rs^tt^ sioiffi/iii, ^j&c-cufts;^ 
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KlilOO/ig^L5 0 0mg, L<fil00AigftV>L100 
mg£r, mM^Vm 1 &V> 1 3 0 0 0// g/k g> 0* L<fi3&l^Ll 0 0 
0 n g/k g £ N ^tL^lHI*fc«t:lH]^^(tT^i-5 0 

t #fF!f * ©$S IS $ ft 5 „ 

<MMM l> 

1- (3, 5-i/-m 3 4-b KP^rV-7x ~/V) -2- (2->f § / -4-7" P fcVW tf p 



n-^f^7^f t K (4. 5g, 62mmol) <DT± h= f> U /I/ (90ml) $ jft ^ ^ ^ 
2-[ (Z) -1- I> y 7 * -7^:7 7 >f - JJ 7V] Tirx- h (21g, 63mmol) *.Jfta 

77^- : n-^f-^-g^^fvV) fcTtt|!i Ulfafcl^ 4. 62g 




(X@i) *<?ME)-2-^*±;^ fc 
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1H-NMR(CDC13) 5 (ppm) 

0. 93 (3H, t, J=7. 2Hz) 1. 44~1. 54 (2H, m) 2. 17 (2H, q, J=7. 2Hz) 3. 72 (3H, s) 5. 82 (1H, d, J 
=15. 6Hz) 6. 97 (1H, dt, J=15. 6Hz, 7. 2Hz) 



s^sK^ COOMe 

(E)-2-^=3r-fe/:^ h (4.62g,36mmol)(DT1? h= h JJ /t/(20ml)i&8£l2: = 
^^^(2. 54ml, 46ml) % 1, 8- v 5 T if If %/ ? U [5, 4, 0] >> ^ 5 s -7- i? ^ 
(5. 4ml, 36mmol) ZM^Ux. 1 4 H#M# Lfc 0 IN. HC1 tK^^T^X.^ 

74- mWk n-^-t^-mk^M Kxmm Lmmit^-m 3. 64 g 

1H-NMR(CDC13) 5 (ppm) 

0. 92 (3H, t, J= 8Hz) 1. 29-1. 48 (4H, m) 2. 45 (2H, d, J=6. 4Hz) 2. 57-2. 68 (1H, m) 3. 69 (3H 
, s) 4. 43 (1H, dd, J=14. 0Hz, 6. 0Hz) 4. 50 (1H, dd, J=14. 0, 6. 8Hz) 
(I©3) 4-^P b°/^-2-b°P V ¥2. 



3-(= hn^/l^^f-/ j.^ h (3. 64g, 19. 2mmol) Ox^ / — /k(20ml) 
1. 63g £^&?ft»i LT#fc 0 
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1H-NMR(CDC13) 8 (ppm) 

0. 92 (3H, t, J=7. 2Hz) 1. 27-1. 53 (4H, ra) 1. 93-2. 05 (1H, m) 2. 37-2. 53 (2H, m) 3. 01 (1H, d 
d, J=9. 2Hz, 6. 4Hz) 3. 48 (1H, dd, J=9. 2Hz, 9. 2Hz) 5. 67-5. 97 (1H, m) 
(IS4) 5-t Y^-y-i-yu ^-3,4-^ KP-2H-b 0 P-/l^ 



4-7°a tVW2-t°D ]) *?y ^(410rag, 3. 22raraol)(D^^ ^l^^(8ml)^fc hV * 
J-zV^y^tyJ*^- h77;Wtnj}?-W b (715rag,4. 83mmol) &M?L^UX* 1 4 

wmmwhtc a ^mm^mwymm^M^mm^t urn, @£g^^-eji& 

^-H^fvk) i-T)ft^ UfflE<fb-^ 306mg £ LT#rc 0 

1H-NMR(CDC13) 5 (ppm) 

0. 90 (3H, t, J=7. 2Hz) 1. 21-1. 50 (4H, m) 2. 13 (1H, dd, J=16. 4Hz, 16. 8Hz) 2. 34-2. 48 (1H 
, m) 2. 57 (1H, dd, J=16. 4Hz, 9. 2Hz) 3. 24 (1H, dd, J=13. 6Hz, 6. 0Hz) 3. 71-3. 90 (4H, m) 
(IS5) (4-7°nWh7b KP-lH-2-tfn Vf^T^^ — VJ* ? a V K 



^=^rv'-3-7 ,> ^ tf/W3, KP-2H-fc°n— M306mg, 2. 17mmol)tf>^ y^- 

/Kl2ral)^^^bT !7 A (UOrag, 2. 06mmol) 4 ^Wfi^ Ufc 0 

Ri&mzMi§ l mmzuK^ Lum^yo 257m g *%&.%.fmih LT&&®fct 

lH-NMR(DMS0-d6) 6 (ppm) 

0. 86 (3H, t, J=7. 2Hz) 1. 12-1. 52 (4H, m) 2. 34-2. 60 (1H and DMSO, m) 2. 78-2. 93 (1H, m) 



0 




NH. HCI 
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3. 05-3. 22 (2H, m) 3. 54-3. 70 (1H, m) 
Wll:tHlS) 

(4- ~f u t° ;V T Y 7 t F n -1H-2- fcf p J> 7* T V * ~ !7 A ^nJJK 
(257rag, 1. 58mmol) N 1, 8-^T"f ITS/* n [5, 4, 0] !7 ^x-7-^^(236ul, 1. 58mmol) 
<DT± h~hV^(15ml)mm^ «T 2-> ? n^-l-[3,5-v ? (^3^^)-4-t 
Kn / V(569mg, 1. 74mmol) ZMtL^M--? 1 5 B#M# L/C, 

^^^^fflbfc^B^^L^iB-ft;^ lOOmg fc&Jt&j&lii: LT#fc D £7h, 

/k . ^ y }ciT)»M U 3EK § tftft^tl 64mg ^M^^ t LT#fc 0 

lH-NMR(DMS0-d6) 8 (ppm) 

0. 88 (3H, t, J=7. 2Hz), 1. 10-1. 63(23H, m), 2. 50-2. 68(lH,m), 3. 08 (1H, dd, J=17. 6Hz, 
8. 4Hz), 3. 63-3. 80 (1H, m) , 5. 13 (2H, s) , 7. 71 (2H, s) , 8. 03 (1H, brs) , 8. 71 (1H, s) , 9. 2 
0(1H, s). 

MS:m/e(ESI)373.2(MH+) 

<mmm2> 

2-((3R,4R)-3-<^v>/V-2->r %J-A-~7n bVWb'o ]) S?^-W;k)-l-(3. 5-v>- 
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i-Zfn t°;U-2-t°v V vV ^(1.22g,9. 59mmol)(7)^b^ (20ml)Mm^ h V 

^)VT % y (81. 4ral, lOmraol) „ % 3 ^f/I^v'* — ^ — h (4. 2g, 19. 2mraol) N i? 
* f)VT ^ / t° y 18g, 9. 58mmol) ^Hx.^MT' 1 2 «t!t# Ltz„ mMZWi 

1H-NMR(CDC13) 8 (ppm) 

0. 93 (3H, t, J=7. 2Hz) 1. 28-1. 50 (4H, m) 1. 52 (9H, s) 2. 14-2. 32 (2H, m) 2. 61 (1H, dd, J=l 
5. 0Hz, 7. 0Hz) 3. 30 (1H, dd, J=10. 8Hz, 7. 2Hz) 3. 87 (1H, dd, J=10. 8Hz, 8. 0Hz) 
(TM2) M 3 3-^y^/W2-t^ry-4-7°P \f;V-\-\fxi ]) S^fl/Wfrfr 



M 3 2- * y -4- 7 u t° /U-l- fc° o y ^ # /!✓ /J? ^ U — h 

(1. 35g, 5. 94mmol) (DT h 7 t Kp 7 7 ^ (20ral)^^{C-70°CT' V A^dfiJ- * 
^VW^ylF^tD 1.0M. X b 7 t Kn 7 7 ^?£(6. 2ml, 6. 2mmol) fr^Px. 
15 ftfflMW Ltc a fcjfcm^l/Vfry'u 5; Y*Mx.%k* £ 0 °C^T#fi L 3 Iffl 

^T»^L^i5^#/ 1. 22 g %®M&mvtmk Lxmc 0 
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1H-NMR(CDC13) 5 (ppra) 

0. 80 (3H, t, J=7. 2Hz) 1. 10-1. 40 (4H, m) 1. 52 (9H, s) 1. 87-1. 95 (1H, m) 2. 44-2. 52 (1H, m 
) 2. 90 (1H, dd, J=14. 4Hz, 7. 2Hz) 3. 10 (1H, dd, J=14. 4Hz, 5. 2Hz) 3. 15 (1H, dd, J=10. 8Hz 
, 8. OHz) 3. 71 (1H, dd, J=10. 8Hz, 8. OHz) 7. 15-7. 33 (5H, m) 



(1. 22g,3.84mmol)Oit'ft:^^ : -^>'(10ml)^^ f U 7/^n^(10ral) ^Qx.7k 

LMmikSW 0. 83g ^Sfelt^^I^tii: LT#fc 0 
1H-NMR(CDC13) 5 (ppm) 

0. 79 (3H, t, J=7. 2Hz) 1. 08-1. 36 (4H, ra) 2. 04-2. 21 (1H, m) 2. 28-2. 40 (1H, m) 2. 81-2. 96 
(2H, m) 3. 09 (1H, dd, J=14. OHz, 4. 8Hz) 3. 29 (1H, dd, J=8. 4Hz, 8. 4Hz) 5. 73 (1H, brs) 7. 1 
5-7. 36(5H,m) 



S-^yv'/H-yn t°/W2- fc y vV > (0. 83g, 3. 8mmol) ©ifrffc;^ ^ ^ V (15ml) 



0 
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i&Jftfc b V ^f/^y=!>Ar h97/V*o^-W h (0. 85g, 5. 7mmol) £ flD 

m : n-^^f-V-g^^^) fcTltl! UllBfl^#7 0. 67g £$Jffi«#»£ LT 
1H-NMR(CDC13) 5 (ppm) 

0. 75 (3H, t, J=7. 2Hz) 1. 02-1. 28 (4H, m) 2. 02-2. 16 (1H, m) 2. 55-2. 66 (1H, m) 2. 69 (1H, d 
d, J=13. 2Hz, 8. 4Hz) 2. 99 (1H, dd, J=13. 2Hz, 4. 8Hz) 3. 10 (1H, dd, J=13. 2Hz, 5. 2Hz) 3. 5 
8 (1H, dd, J=13. 2Hz, 8. 8Hz) 3. 83 (3H, s) 7. 05-7. 40 (5H, m) 
(Xg 5 ) (3-^< ^S?/P-4-7*q MjVt- h 7 R p -1H-2- b° p jj gV) 7^=»>A 



4-^<> v^V-3- ~? p t°/V-3, 4- v 5 1 K p -2H-5- fn U/l/ tvV' JCr- x/W 
(0. 67g, 2. 9mmol) £>^* 7 —^{\^\)^m^WcTV^=. $ A (155mg, 2. 9mmol) & 

fejfci&fc LtllB'fb^tl 440mg Sr efeft^S* LT#fc„ 
lH-NMR(DMS0-d6) 6 (ppm) 

0. 62 (3H, t, J=7. 2Hz) 0. 87-1. 20 (4H, ra) 2. 01-2. 15 (1H, m) 2. 72-2. 85 (1H, m) 2. 88-2. 98 
(1H, m) 3. 05-3. 25 (1H, m) 3. 50-3. 62 (1H, m) 7. 19-7. 40 (5H, ra) 

mmm 2 : mmnm.) 

7mfci-Y y ^AtK^^ML/c^S^W DIAION SA10A(14.5g)Sr*fcJ;tF 



NH.HCI 
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^^y^/K'+^tM, dl-[(3S,4R)-4— p fcW-3, t Kn 
-2H-5- 1° p — 7VT 5 i'Jft&iftd. 63g, 7. 5mmol) — /K30ml)?fflRK:JP*. 30 

#Jt#Lfc e 8M&«r»*& N fclft«:J*JEg5&L dl-[(3S,4R)-4--<>v > >rW3-^ , D 
tVv-3, t Kb -2H-5- fcT n <—/UT 5 ^ (1. 45g) <£r#fc 0 
5 ±fEdl-[(3S,4R)-4-^^v ? /W3-yn tVW3,4-^t Kn-2H-5-tTn — 

/UT $ yib'i^it^O^ K(2. 7g, 8. 3ramol) (D^f J — yH&&&6H$|RI 
»« Lfc 0 «8?&&«ff«*&. x--Tslo£. V) Ife&lk L*IBflS^ft (2. 54g) £ 6 
&T T ^ t LT#fc. 

10 (3— < ^ ^-4-7° p tfVUx h7t K p -1H-2- t° p P -f » T ^ = £ .A ? P JJ K 
(223rag, 1. 03mmpol) © N 1, %-i?TWi/f n [5, 4, 0] £ ^T ? -7--fe^(154ul, 1. 03mm 
oDtfJT-fe h y^(10ml)^^ N ^T2-^P^-l-[3,5-v J (m3^/V)-4- 
t Kp^7x^/I/]-1-x^; i/(405mg, 1. 03mmol) ^Mk.MMX^^ J|^60°C 

lH-NMR(DMS0-d6) 8 (ppm) 

0. 61 (3H, t, J=7. 2Hz) , 0. 85-1. 30 (5H, m) , 1. 41 (18H, s) , 2. 05-2. 16 (1H, m) , 2. 75-2. 88 
(1H, m) , 3. 02-3. 28 (2H, m) , 3. 75-3. 86 (1H, m) , 5. 17 (2H, s) , 7. 20-7. 42 (5H, m) , 7. 73 (2 
20 H, s) , 8. 05 (1H, s) , 8. 94 (1H, s) , 9. 41 (1H, s) . 
MS:m/e(ESI)463.2(MH+) 

<mwn> 

N-(3-l3 7"f;U 2-£ KP^r^-5-r2-((3S,4S)-2-^ $ / -3-7 a: =^-4-7" P 
25 KjJdMUM^ 
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(Xgl) [(3S,4R)-3-7 ^JkZ. ^ b Kn-lH-2-tfP U y ^Vl 

7 ^^-"7-^ £_Pjj_K 




5 n-/f^M)7x=^7t^7^=!)A 7*U * K(30. 17g, 76mmol) <DT Y 7 

t KP77V (140ml) mnmK # V t-Zf J>3^K(8. 48 g , 76imnol)an^at? 

(10. Oral, 63mmol) ©rh7tKP7 7 i/(50ml)^£f*l^ 20 ££jffi;ifcV> J: 5 

G&K : ttii UMt&ffitttt 13. 27g £#fc 0 

- <D (13. 27g, 61mmol) *}-flsX;V7 (80ml) JgttfcJMc ftgfc 

# y «7 A (4. 21g, 30mmol) ^flPx:, 90 V M L . H#T~ h n ^ * V 
15 (4. 95ml, 91ramol) <E>^ ?'/UX/l'7**is K(40«1)88R*- 40 ##>tfT$8T L7t 0 
3I$|BM1#8U ®»&^7k^(3:&#\ ft»^^T?ttfflLfc. fli* 1N- 
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(12. 3g, 44mmol) / -/V (200ml) S&fcfcifeft; &&(1. 2g) Sr^X. 

n-^^f-V-BHKa:^) fCTft^LefeSfr 5. 95g £#fc 0 

r<Dg|$(5. 95g, 29mmol)©^b^5 x ^>' (100ml) &tft£ h U ^^vM^y^* 
10 Arf7 n /J?- V- h (5. 2g, 35mmol) ^XL^fflT? 15 B#Hgflg# Lfc 0 ^ 

m^mamwymm^Mx.^ ^oo^taaiLfc. ^js^tkm^^ 
T?*ia^ N «be©*u %m&Mk%> 6. 9i g 

^©jftftfe (6. 31g, 29mmol) oy ^ / — M60ml)*8tteiMbT l> 
15 (1. 56g, 29mrool) *Mz_ 21 H#»Sj1^ bfc„ RjtS«*«JBE®* U 

^fcta;fcftffl*fc*fcL«iBfc'&* 5. 40g LT66@ft£ UT# 

fc. 

lH-NMR(DMS0-d6) 5 (ppm) 

0. 77 (3H, t, J=7. 2Hz) 1. 09-1. 25 (2H, m) 1. 35-1. 47 (2H, m) 2. 39 (1H, m) 3. 26 (1H, m) 3. 77 
20 (1H, dd, J=10. 8Hz, 8. 8Hz) 3. 96 (1H, d, J=8. 8Hz) 7. 22-7. 44 (5H, m) 8. 52 (1H, brs) 9. 05 ( 

1H, brs) 

mmm 3 : ft»im) 

[(3S,4R)-3-7^^/V-4-7°n t°;Vr f7t n ]} JJ 7^7^=7 

A i7 p y K (800mg, 3. 5mmol) % 1, 8-v 5 7 if If o [5. 4. 0] £ ^ 

25 (0.52ml, 3. 5mmol)(OT-fe V- MJ MlOml) 7 fr^wr 4 K 

(1. 32g, 3. 5mmol) SrJlI*. 60°CT- 9 ftffljftft Lfc 0 UKaEfcf !> # 
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wm^f-^M yy* tv^-T-^-e^^L smk&M 7io rag y - a 

lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 6Hz) , 1. 20-1. 33 (2H, m) , 1. 40 (9H, s), 1. 47-1. 58 (2H, m) , 2. 42 (1H, m) 
, 3. 16 (3H, s) , 3. 46 (1H, m) , 3. 93 (1H, m) , 4. 16 (1H, d, J=7. 2Hz) , 5. 27 (2H, s) , 7. 35-7. 5 
0 (5H, m) , 7. 82 (1H, s) , 7. 94 (1H, s) , 8. 89 (1H, s) , 9. 01 (1H, s) , 10. 03 (1H, brs) . 
<»$|4> 

l-(3,5-SMB3:7*?Vl' 4-fc KP»S/-7a^)^[(3S.4S)-2->f ^ /-4-(2-^ 



(ISD [(3S,4R)-4-(2-^ f»i/xf/U)-3-7a=/l/y h^b Kn-lH-2-lfP 



(21. 8g, 44mmol) h 7 t K P 37 7 V (100ml) Wffiffi.%-$tfC \Z.l/^ L„ n-~f^;V 
y f- (2. 6M, 17. 8ml, 44mmol) &jgT L 1 l$IWji# Lfc 0 -50°Cfc&*P L^^/U 
^lO^f^avM'-h (7. 2g, 40mmol) <D"r h y t Kp 7 7 XlOml)^i&£rtfi 



-0 





-o 
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srwy/fyyj- qgft . n-^drf-^-^^/^) lITiH L*t6ttjR* 3. 66g 

- <Ojfttt% (4. 17g, 14mmol) <Di?t ^;V*;V7 * K (15ml) Jgffifctojcftlfe* 
U !7 A (0. 93g, 6. 7mmol) Sr^P;^ 90"Cfc JBJR Lfe„ 1^T-M^> 
(1. lml, 20mmol) ^Vl^/l^*-^ K(l(tol)SR& 40 ^iKiTbfc, 3 

^f-^^^/w) frxmrn i>n&mvtm 3. 07 g 

-Olttft(3. 07g, 8. 3mmol) ©at* y -/W(50ml)^«^(6. 9ml, 83mmol), 
»H2. 7g, 42mmol) &MZ.gffi.T' 1 B#fH8g# Lfc D £J&$£«r*# L 5N-7k^b^ h 
y (17ml, 85nunol) Srin ^a-C 11 fl#fTO#Lfc 0 SMSriry^ hT 

ft&£ttBEff£U SSS: 120°CT 1 B$P«fftLfc 0 femtriy}) #7/U 

» l. 03g Sr#fc 0 

- ©fltjtfetftjfc® (1. 03g, 3. 5mmol) * / -/K20ml)^^ 10%/n°7 W A 
^(l.Ogh *fmTV*-VMl. lg, 18mnol)^Pi6Hr B WIlLfc 0 KJfcift 

S^f;V-^ * y fcTSKK L-&"fe|§#: 669mg &#fc 0 

r<Z>@#(600mg, 2. 9mmol)(^lt'fk^^l/^(l0ml)^^ h D^f/Wy^t) 
ArF7 1/- h (1. lg, 7. Ommol) SriH^MT? 15 Lfc.BS 
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B: n-^^f-^-BMfc^^) fcT«r«Liltfe«l«Mfe515iiigSr#fc 0 
^©IW (515mg, 2. 2mmol) <D/ ? / — yW(5ml) SSiitfiftTy*^ £ A 

=^*aP*.«fW»*il*t«IBflS'fr* 471mg LT&&&*£ LT 

lH-NMR(DMS0-d6) 5 (ppm) 

1. 62-1. 78 (2H, m) 2. 42-2. 56 (1H and DMSO, m) 3. 11 (3H, s) 3. 18-3. 42 (3H and 

H20, m) 3. 78 (1H, dd, J=10. 8Hz, 8. 8Hz) 4. 04 (1H, d, J=8. 8Hz) 7. 26-7. 32 (2H, m) 7. 34-7. 

45(3H,m) 

(mum 4 : **sa:g) 

[(3S,4R)-4-(2-t< Y^r-y^M-Z-y au=.;V=r Yv fc Kn-lH-2-k°P ]) Vf^l 
Tl/^-VJ* fuV K(300mg, 1.3romol) N 1, 8-S?TlF n [5. 4. 0] # ^-7- 
i?^(0. 19ml, 1.3mmol)OTi? h= h y M5ml)^fl£K\ 37 cc^/l^n ^ K 
(408mg, 1. 3mmol) SrAHx. 60°CT* 5 ^W!t# bfc Kj£«r«JEfNc URaESrS" J) # 

fljgfcn^/ws?^ yT'cz tfyUi— ^/VTfjfeftfc L B 273mg Sr|S^ JJ - A 

lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 1. 44-1. 60 (2H, m) , 2. 55 (1H, ra) , 3. 15 (3H, s) , 3. 24-3. 42 (3H, m) , 3. 51 (1 
H, dd, J=6. 8, 10. 4Hz) , 3. 90 (1H, dd, J=7. 6, 10. 4Hz) , 4. 24 (2H, d, J=7. 2Hz) , 5. 30 (2H, s 
) , 7. 36-7. 50 (5H, m) , 7. 78 (2H, s) , 8. 07 (1H, brs) , 8. 86 (1H, brs) , 8. 96 (1H, brs) . 
<«0ij5> 

l-(3,5-^3/f/V 4-t j^/l»)-2-[(3S,4S)-2->f § S-4r{3-* 
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0 




(XSl) [(3S,4R)-4-(3-^ Y^yzf)V\f)V^-Z--7^- ; vy- ^ =7 KP-lH-2-b° 

n y y x>lT^^fr.A ^ pj) k 



Tk^-fk:^ h V 17 A (70%, 1.06g, 31mraol)Ox f7 t Kn 77 ^(80ml)li»tR^* 
#U ^tVW 2-7x^-2-^xf/V7t^ 7^^ Ti-TX- h (8. OOg, 28mmol) 
Ofh7kKP77^ (1<»1)*«&«T t 1 B#raif# Lfc 0 

/V(5.48g, 31mmol) (Dv- h^t Kn 7 7 V (10ml) JStt^UT U 17 

« 4. 05 g *m- 0 

r©»:ffc4&(4. 05g, 12. Smai>l)<D*J*'f-A'XA'7**%s K (15ml) SSRfC«S7k^Sfe 
# U !7 A (0. 86g, 6. 3mmol) 80°C #R$i L fc„ i^T=fn^^y 

(1. 0ml, 19mraol) cOv 5 ^ TVl'^y^drv, K (15ml)*jft«r 55 #J&»ttT*TLfc 0 2 
30 ^SjftSr l!Hft»fc&ff, B*^7Vi'*C«lffl Lfc 0 »@^tR, 




NH. HCI 
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^■fy-mm^/u) L$st&?ft» 2. 04 g %mc 0 

-0D^»(2.04g, 5. 5mmol)?>^ / -^(35ml)^^^^(4. 6ml, 55mrool) N 
1E»(1. 8g, 28mmol) SrtBJ 20 60^T' 1 «FK«# Lfc 0 

5 « t 5N-*Ife<t7- h y (12ml, 60mmol) SrJP^.Si&T 15 #Jf# Lfc„ 

7 h u ass* no°c-e 1 mmmm ^tc 0 

xKuxjstm&mim 1. 03 g 

- ©fcSI&ififtfc (1. 03g, 3. 3mmol) © * ? J —}\> (20ml) ftfttC 10%/* 

io &*u.ogk =¥^r>^-^!7^(i.o5g, i7bb»i) srauit 6 wwaifaiie bfc. kj& 

IMfe^^/Wpt * / -/V) teTfMI L fifeUft 649mg £#fc 0 

^©@&(600mg, 2. TmmoDO^fc^^^^dOml)^^ h JJ fvl^^r y = 7 
^Tl>7 77V^-n h (973mg, 6. 6mmol) &>!JIl;%.&i6VT? 15 B#raft# Lfc„ K 

(Mt& : n-^^rf-^-S^K^^) £.XtifM LM^^ 503mg £#fc„ 
£ (503mg, 2. Ommol)(D^ ^ / — ^(BmDftSfttcHt-fbT 7 A 

(109mg, 2. Ommol) &Jnfc 19 Lfc G £j5&?fc&«EE&* U M^f^ 

20 ^^to^ffimvozmmLmMik-sm 4iomg t i/r lt 

lH-NMR(DMS0-d6) 8 (ppra) 

1. 32-1. 54 (4H, m) 2. 41 (1H, m) 3. 15 (3H, s) 3. 22 (2H, t, J=6. 0Hz) 3. 27 (1H, dd, J=10. 8Hz 
, 8. 0Hz) 3. 80 (1H, dd, J=10. 8Hz, 8. 8Hz) 3. 99 (1H, d, J=8. 8Hz) 7. 27-7. 31 (2H, m) 7. 34-7 
25 .45(3H,m) 

mmm 5 : ftnig) 
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C(3S,4R)-4-(3-^ Y^rVf JV\? )V)-Z-7 3L-)V*r Kn-lH-2-t°P ]) JJ f 

V}TV*c^& txx\) K(300mg,1.2mmol) N 1, 8-v?Tif tTf* o [5. 4. 0] £ ^7=' 
-7-i?^(0. 18ml, 1. 2ramol)OT-t? MJ^(&d)tSJRfc % 7 x.1rW7w4 K 
(386mg, 1. 2mmol) ^D^L 60°CT' 5 #HH*# Lfc. £fS£$6BE@* LJSiaESr v- 31 % 

^^xf;Wv?^ y/D tV^-x/^T'^fh: L @ ttik&Qo 273mg * d&Mftlt 
A£ LT#fc„ 
lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 1. 44-1. 62 (4H, m) , 2. 42 (1H, m) , 3. 18 (3H, s) , 3. 26 (2H, t, J=6. 0Hz) , 3. 3 
6 (1H, m) , 3. 46 (1H, dd, J=6. 0, 10. 8Hz) , 3. 92 (1H, dd, J=7. 6, 10. 8Hz) , 4. 16 (2H, d, J=7. 
2Hz) , 5. 29 (2H, s) , 7. 36-7. 50 (5H, m) , 7. 78 (2H, s) , 8. 07 (1H, brs) , 8. 86 (1H, brs) , 8. 9 
6(lH,brs). 

1- (3, 5-^-^3^^ 4-b FP^^-7rc^^)-2-((3S,4S)-2-^T 5 J-4r* Y^r 



(Ig 1 ) (3S, 4R)-4-[(^^v ? /M-fr vp ^ ±Ml2z2L*~/kZ. h 2 b Kn-lH-2- 

t°t3 
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frmfci- h V ^ A (70%, 0. 87g, 25mmol) ©Tf7tKP77 ^(40ml)M^^7fC 
#U ^fvU 2-7 x.~/U-2-i?^/l'7*X7*yT± ; r*- f>(6. 03g,21mraol) 

^L2-^yi?;^^fVx^-j — M4.74g,32mmol)<Dx t Kn 7 7 V(lOml) 

^£Mt L- N ^a-c i. 5 m fumwtk. 2-^s^m-*^* 

(2. 14g, 14mmol) U 17 (MJf # bfc 0 ®»£tSfP^:!£7kK&£\ 

£ : n-^*1^-BH*:c^/l') fcT»S U^feW^ 3. 89g £#fc D 

£©?M*4&(3. 89g, 13. 8mmol) <Dl>* f;^^7t^'> K(l5ml)i&&fci&7K^$! 
# y !7 A(0.95g,6.9romol) SrAn*:, 90°C KM L fc 0 jf#T~ h P * * V 
(1. lml, 21mmol) <0*? } J-jVX/Uy K(20ml)^i&£ 40 ^^(tT^T tfc 0 3 

#IB! 30 #Ji#& N K^{C^(2ml)43j;tJ«7K^Px.^^^/V'T^ttIUfc 0 ^ 

74- mm : n-^^-y-mm^^) ctii Lm&&m#:to 3. 28 g &mt 0 

- ©ifcftfcf (3. 28g, 9. 6mmol) <Z>^* / — ^(65ml)»JR^»tt[i6(8. 0ml, 96mmol) , 
WtoiS. Og, 77mmol) 1 #WH*# tfc 0 SiS^^Tk^ L 5N-7R^{k;^ f 
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f-jv) \zxmm uite^fe i. 73 g *m&mvn® t lt#^ 0 

1H-NMR(CDC13) 5 (ppm) 

2. 78 (1H, m) 3. 36 (1H, dd, J=9. 6Hz, 8. 0Hz) 3. 47-3. 60 (4H, m) 4. 47 (1H, d, J=12. 0Hz) 4. 5 
4 (1H, d, J=12. 0Hz)6. 06 (1H, brs) 7. 17-7. 21 (2H, m) 7. 24-7. 38 (8H, m) 
(112) (3S,4R)-4-(fc KP^r->^f^)-3-7ar:;l/f h 7 K Kn-lH-2-fc°PP 



(3S,4R)-4-[(-<v-;?/W-^) x=;i/f fc Kn-lH-2-fc°P d 

^(1.73g,6.2mmol)<7;^ ^y-;p(40ral)^fc 10%^°7 v>>7 7g) *JD^. 

**«jtTsat? 15 ^r^w u jEfc 6o°c-e 3 mmmwLtco Rj&mzmm u 
mf±%£ tfc 0 mtkK=~?/u&injLmmto*Et. xMm&to 1. osg * 

1H-NMR(CDC13) 5 (ppm) 

1. 90 (1H, brs) 2. 69 (1H, m) 3. 32 (1H, dd, J=10. 0Hz, 8. 0Hz) 3. 46 (1H, d, J=9. 2Hz) 3. 56 (1 
H, t, J=8. 8Hz) 3. 67 (1H, m) 3. 75 (1H, m) 6. 50 (1H, brs) 7. 19-7. 30 (3H, m) 7. 32-7. 38 (2H, 
m) 

(Xg3) [(3S.4RM-Q* L±^2L£Mz3zZ^EZkZ h?*. Ko-lH-2-tf o V 
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(3S,4R)-4-(fc Kd drv'T* =f )V)-Z-y )Vr h?t F p -1H-2- 
(600mg, 3. lramoDO^b^^V^dOmD^l^d h 3 ^f/^y = !)Af f77 
/M" P tff- 1/- b (l. 12g, 7. 5mmol) SrJn 14 mt^W bfc 0 £/»&t&?P 

5 ^ffg^Lfc a?fi&i/y#^/^7A^p-7t>^;7^-- : n- 

^drf-^-H^^) }^T)|tMU^fe»^431mg £#/c 0 
r (D^^fe (431mg, 2. Ommol) <D*$ J (5ml)^^^bT A 
(105mg, 2. Ommol) ^r^JPx. 5 BtfUWnff&M bfc c y # y&fv^h? 

yy-i- mm : mst^A- . -a*) unia^^* 335m g 

10 LT#fc 0 
lH-NMR(DMS0-d6) 5 (ppm) 

2. 64 (1H, m) 3. 26 (3H, s) 3. 37-3. 46 (3H, m) 3. 83 (1H, dd, J=10. 2Hz, 8. 8Hz) 4. 07 (1H, d, J 
=8. 8Hz) 7. 26-7. 30 (2H, m) 7. 33-7. 44 (3H, m) 
(MMM 6 : §HX@) 

15 [(3S,4R)-4-(t< ^^st^-^-Z-y zc-;V*t h7t KP-lH-2-b°P JJ Ur^T 
y^i?A ^ p y K(333mg, 1. 5mmol) N 1, Z-^Tf^f */9 n [5. 4. 0] £ >"r-7-i? 
y (0. 22ml, 1.5nmol)©r-fe h=-MJ/W (5ml) ^^C^ 7xt^nv^K 
(481mg, 1. 5mraol) 60 o C"e 5 BSIffliffls Ufc 0 KJS&fcBJES* LB^^V U 

tf/V%yJ±?u^Y?y7<<(- mm : W&x-f-A' : * * y —A') Ct»»U 

20 g»^/Wv^ y tV^-x^-C^B^fh 217mg £fl£;7 JJ - A 

lH-NMR(DMS0-d6) 5 : 

1. 44 (18H, s) , 2. 63 (1H, m) , 3. 31 (3H, s) , 3. 44-3. 64 (3H, m) , 3. 96 (1H, dd, J=8. 0, 10. 8H 
z), 4. 24 (1H, d, J=7. 2Hz), 5. 27 (1H, d, J=18. 0Hz), 5. 34 (1H, d, J=18. 0Hz), 7. 39 (1H, m) 
25 , 7. 42-7. 52 (4H, m) , 7. 78 (2H, s) , 8. 07 (1H, brs) , 8. 97 (1H, m) , 9. 06 (1H, brs) . 
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KT©n*wfc£*tt#«2->r $yt'py *J^mmfcb&m 2-^0^-1-1^ 

2-(3-^v*/W2-^ /-b°n jj $?V-W/U)-l-(3.5-SMB 3 T^W-fc Kg 



lH-NMR(DMS0-d6) 6 : 

1. 40 (18H, s) , 1. 70-2. 12 (2H, m) , 2. 68-2. 81 (1H, m) , 3. 17-3. 64 (4H, tn) , 5. 18 (2H, s) , 7 
. 15-7. 40 (5H, m) , 7. 73 (2H, s) , 7. 96-8. 08 (1H, m) , 8. 90-9. 00 (1H, m) , 9. 35-9. 47 (1H, m 
). 

MS:m/e(ESI)421.2(MH+) 
HWJ8 

2-(3-^>v?yW2-^ 5 /-4-^T y^-tfn ]} i?^-!-* M-l-(3. 5-SMB 3 :/ 




V-CH 3 
H 3 C CH 3 



CH3 



OH 
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lH-NMR(DMS0-d6) 5 : 

0. 43 (3H, d, J=6. 2Hz) , 0. 65 (3H, d, J=6. 2Hz) , 1. 00-1. 30 (3H, m), 1.41 (18H, s) , 2. 12-2 
. 22 (1H, m) , 2. 81 (1H, dd, J=10. 7, J=13. 2Hz) , 3. 01-3. 09 (1H, m) , 3. 14-3. 24 (2H, ra) , 3. 
87 (1H, dd, J=8. 8, J=10. 7Hz) , 5. 16 (2H, s) , 7. 21-7. 40 (5H, m) , 7. 73 (2H, s) , 8. 06 (1H, s 
),8.92(lH,s), 9. 37 (1H, s). 
MS:m/e(ESI)477. 2(MH+) 
Hii#!j9 

2- (3-^0^-4-^^-2-^ ^/-b'Pll ^-WAQ-l-(3,5-S?-ai 3 ^gvU 
-4- KP^r;/-7x^)-x^/y; -feftafCgfcjfeS 




lH-NMR(DMS0-d6) 5 : 
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0. 68 (3H, t, J=7. 2Hz) , 0. 80-1. 30 (6H, m) , 1. 41 (18H, s) , 2. 02-2. 15 (1H, m) , 2. 78-2. 84 
(1H, dd, J=10. 6, J=13. 2Hz) , 3. 02-3. 09 (1H, m) , 3. 16-3. 27 (2H, m) , 3. 81 (1H, dd, J=7. 2 
, J=10. 6Hz) , 5. 15 (2H, s) , 7. 24-7. 38 (5H, m) , 7. 73 (2H, s) , 8. 90 (1H, s) , 9. 35 (1H, s) . 
MS:m/e(ESI)477. 2(MH+) 



3 ^yw4-b Y**\/-y ; y.^kfommm. 



lH-NMR(DMS0-d6) 8 : 

0. 64 (3H, t, J=7. 6Hz) , 0. 92-1. 36 (4H, m) , 1. 40 (18H, s), 2. 09 (1H, dd, J=5. 6, J=10. 6Hz 
) , 2. 78 (1H, dd, J=10. 6Hz, J=12. 6Hz) , 3. 03 (3H, s) , 3. 13 (1H, dd, J=3. 6Hz, J=12. 6Hz) , 
3. 23 (1H, d, J=12. 6Hz) , 3. 42 (1H, dd, J=5. OHz, J=10. 6Hz) , 3. 92 (1H, dd, J=5. OHz, J=10 
. 6Hz) , 5. 15 (2H, s) , 7. 24-7. 42 (5H, ra) , 7. 73 (2H, s) . 
MS:m/e(ESI)477. 3(MH+) 

mmm n 

N- {5- [2- (3-^<yp/U-2-4 $;-4-yn fcVWb'g V ^>"-W/U)-7ir5vH-3- 



mnm 10 
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lH-NMR(DMS0-d6) 5 : 

0. 62 (3H, t, J=7. 8Hz) , 0. 80-2. 20 (14H, m) , 2. 82 (1H, t, J=10. 9Hz) , 3. 00-3. 40 (9H, ra) , 
3. 74-3. 86 (1H, ra) , 5. 11 (2H, brs) , 7. 20-7. 40 (5H, m) , 7. 77 (1H, brs) , 7. 88 (1H, brs) , 8 
. 97 (1H, brs) , 9. 38 (1H, brs) , 10. 01 (1H, brs) . 
MS:m/e(ESI)514. 3(MH+) 
HJSM 12 

l-(3,5-S?-% 3 T'f/M-b K P ^ y-- 7 x - /^) -2- [3- (3-xf f - 2 - 




lH-NMR(DMS0-d6) 6 : 

0. 84 (6H, t, J=7. 2Hz) , 1. 17-1. 55 (8H, ra) , 1. 40 (18H, s) , 1. 74-1. 90 (2H, m) , 2. 23-2. 34 
(1H, ra) , 3. 08-3. 19 (1H, ra) , 3. 53-3. 70 (2H, ra) , 5. 16 (2H, s) , 7. 72 (2H, s) , 8. 04 (1H, s) , 
8. 76(lH,s),9. 10(lH,s). 
MS:m/e(ESI)429. 3(MH+) 
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MMW 13 

2-(3— <^-J/U-2-^ ^;-4-/P ^-b°P V i?y-l-4/U)-l-(3,5-i?-m 3 ~fj- 




lH-NMR(DMS0-d6) 5 : 

0. 69 (3H, t, J=7. 6Hz) , 0. 82-1. 50 (5H, m) , 1. 41 (18H, s) , 2. 86-3. 00 (1H, m) , 3. 05-3. 20 
(1H, m) , 3. 41-3. 45 (1H, m) , 3. 57-3. 64 (2H, m) , 5. 24 (2H, s) , 7. 20-7. 42 (5H, m) , 7. 74 (2 
H,s). 

mifem 14 

l-(3, 5-^-^3 ^7W4-b KP^V-y ^^/^)-2-(3-Y 5 J -8-^17-2-7 jg^ 
* b°n[4. 53f->2-^;w)-x^ / ^;^tR^^ 




lH-NMR(DMS0-d6) 5 : 

1. 39 (18H, s) , 1. 55-1. 77 (4H, m) , 2. 88 (2H, s) , 3. 37-3. 70 (6H, ra) , 5. 17 (2H, s) , 7. 71 (2 
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H, s) , 7. 93-8. 1 1 (1H, m) , 8. 83 (1H, brs) , 9. 30 (1H, brs) . 
MS:m/e(ESI)401. 2(MH+) 

mm\ is 

4-^<>-v ? ^-l-r2-(3.5-v ? -^ 3 y±A^t KP^^-7x^)-2-^y-xf 



lH-NMR(DMSO-d6) 5 : 

1. 14 (3H, t, J=7. 0Hz) , 1. 43 (18H, s) , 2. 05-2. 13 (1H, m) , 2, 21-2. 26 (1H, m) , 2. 78 (1H, d 
d, J=ll. 2Hz, 13. 2Hz) , 3. 36 (1H, dd, J=3. 2Hz, 10. 0Hz) , 4. 02-4. 20 (2H, m) , 4. 63 (1H, dd 
10 , J=4. 8Hz, 8. 8Hz) , 5. 17 (1H, d, J=18. 4Hz) , 5. 32 (1H, d, J=18. 4Hz) , 7. 23-7. 42 (5H, m) , 

7. 74 (2H, s) , 8. 07 (1H, s) , 9. 33 (1H, s) , 9. 77 (1H, s) . 



l-(3,5-^-j£ 3 -/f;W4-t; ^=.;v)-2-&-J * ;-2-T^-*\?n 

[4. 5]^>-2-^ m-^# j ^-.^tTkmmm. 




mmm ie 
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lH-NMR(DMS0-d6) 5 : 

1. 20-1. 65 (28H, s) , 2. 77 (2H, s) , 3. 44 (2H, s) , 5. 15 (2H, s) , 7. 72 (2H, s) , 7. 92-8. 11(1 
H, m) , 8. 76 (1H, brs) , 9. 21 (1H, brs) . 
MS:m/e(ESl)399.2(MH+) 
mMM 17 

N-{l-[2-(3.5— :MS 3 y^/W4-t: Kpjr^-7a^)-2-t#y-x^]-2->f 




lH-NMR(DMS0-d6) 8 : 

0. 80 (3H, t, J=7. 2Hz), 0. 83 (3H, t, J=7. 6Hz), 1. 40(18H, s), 1. 41-1. 56 (m, 4H), 1. 99-2 
. 10 (2H, m) , 2. 40-2. 46 (1H, m) , 3. 55-3. 70 (2H, m) , 5. 07 (1H, q, J=8. 0Hz) , 5. 21 (2H, s) , 
7. 73 (2H, s) , 8. 05 (1H, br) , 8. 67 (1H, d, J=7. 6Hz) , 8. 78 (1H, br) , 8. 95 (1H, br) . 

mmm is 
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2-(3-^vvW2-^ § 7-4, fvV-fcfP V S?^-W7tQ-l-(3, 3 zf 




lH-NMR(DMS0-d6) 5 : 

0. 82 (3H. s) , 1. 05 (3H. s) , 1. 40 (18. s) , 2. 47 (2H. s) , 2. 85 (1H. m) , 5. 15 (2H. s) , 7. 20-7 
.38(5H.m),7. 72 (2H. s). 
HWJ 19 

1- (3, 5-iMS 3 ^f^4- tKP^-7x = -2- [3- (4- bFo^r V- 

^^)-2-^ ^ y 2^zizd^klz^£/ ^;-ftftak*lfe!ft 




lH-NMR(DMS0-d6) 5 : 

0. 77 (6H, t, J=7. 2Hz) , 1. 22-1. 42 (8H, ra) , 1. 40 (18H, s) , 1. 49-1. 56 (1H, m) , 1. 71-1. 89 
(2H, m) , 2. 21-2. 33 (1H, m) , 3. 09-3. 19 (1H, m) , 3. 53-3. 66 (1H, m) , 5. 14 (s, 2H) , 7. 71 (2 
H, s) , 8. 05 (1H, br) , 8. 74 (1H, br) , 9. 06 (1H, br) . 
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mmm 20 




lH-NMR(DMS0-d6) 5 : 

1. 40 (18H, s) , 1. 77-2. 00 (2H, m) , 2. 70 (1H, t, J=12. 4Hz) , 3. 40-3. 60 (2H, m) , 4. 10-4. 1 
6 (1H, m) , 5. 06 (1H, d, J=18. 0Hz) , 5. 17 (1H, d, J=18. 0Hz) , 5. 39 (1H, s) , 7. 10-7. 40 (15H 
, m) , 7. 69 (2H, s) , 8. 04 (1H, s) , 8. 97 (1H, s) , 9. 40 (1H, s) . 

mmm 21 

2-(3-^<^yW5-t Kp^W * y-t'v V v?>--W^)-l-(3, 5-i?- 
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lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 1. 91 (2H, ra) , 2. 69 (1H, t, J=12. 4Hz) , 3. 50 (1H, m) , 3. 68 (1H, m) , 3. 89 (1H 
, m) , 4. 99 (1H, t, J=5. 2Hz) , 5. 15 (1H, d, J=18. 4Hz) , 5. 20 (1H, d, J=18. 4Hz) , 7. 24-7. 40 
(5H, m) , 7. 77 (2H, s) , 8. 07 (1H, s) , 8. 94 (1H, s) , 9. 35 (1H, s) . 

mnm 22 

2- [2- (3-^^v>/l^2~^ 5 tf/^-fp V /U) -T-t^/UT $ 

/ ] -N-n 3 r?^)v--< yx7-;p; mtykmmm. 




H 3 C 



lH-NMR(DMS0-d6) 5 : 

0. 53-1. 30 (7H, m) , 1. 399 (9H, s) , 2. 15-2. 26 (1H, m) , 2. 84 (1H, dd, J=13. 5, 10. 5Hz) , 3. 
04-3. 18 (1H, m) , 3. 23-3. 39 (2H, m) , 3. 86 (1H, dd, J=10. 5, 8. 4Hz) , 4. 41 (2H, s) , 7. 17 (1 
H, t, J=7. 7Hz) , 7. 21-7. 39 (6H, m) , 7. 49 (1H, brt, J=7. 7Hz) , 7. 72 (1H, d, J=7. 7Hz) , 8. 1 
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5 (1H, s), 8. 29 (1H, brd, J=8. 1Hz), 11. 43 (1H, brs) . 
MS:m/e(BSI)449. 2(MH+) 
MMM 23 

l-(3,5-S?-% 3 -f^;V-4r\i Kp jr-y-7x-;U)-2-[3-(2-7/^D-^y^ 




H3C 



lH-NMR(DMS0-d6) 8 : 

0. 63 (3H, t, J=7. 2Hz) , 0. 93-1. 32 (4H, m) , 1. 40 (18H, s) , 2. 01-2. 12 (1H, m) , 2. 93 (1H, d 
d, J=13. 2, 10. 8Hz) , 3. 08-3. 15 (1H, ra) , 3. 19-3. 28 (2H, m) , 3. 81 (1H, dd, J=1L 2, 7. 2Hz 
) , 5. 14 (2H, s) , 7. 20 (1H, d, J=7. 2Hz) , 7. 24 (1H, d, J=8. 8Hz) , 7. 35 (1H, dd, J=8. 2, 7. 2H 
z) , 7. 43 (1H, dd, J=8. 8, 8. 2Hz) , 7. 71 (2H, s) , 8. 80-9. 01 (1H, brs) , 9. 30-9. 42 (1H, brs 
). 

mmm 24 

2-[3-(2-^^v>/^^^-^f-/V)-2-^ -;/-lfP!) 3?>-W/U]-l-(3, 5-v*-^ 
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lH-NMR(DMS0-d6) 5 : 

1. 39 (18H, s) , 1. 75-1. 86 (1H, m) , 1. 87-1. 98 (1H, m) , 2. 11-2. 32 (2H, m) , 3. 24-3. 33 (1H 
, m) , 3. 53-3. 66 (4H, m) , 4. 48 (2H, ABq, J=10. 0Hz) , 5. 16 (2H, s) , 7. 26-7. 37 (5H, m) , 7. 7 
3 (2H, s) , 8. 79 (1H, br) , 9. 14 (1H, br) . 

mm 25 

1-0,5-^-^3 7^/W4-b KP^r^-7a^V)-2-[H § /-3-(2-^ b±^< 




lH-NMR(DMS0-d6) 5 : 

0. 61 (3H, t, J=7. 2Hz) , 0. 90-1. 20 (4H, m) , 1. 41 (18H, s) , 2. 00-2. 12 (1H, m) , 2. 80-2. 90 
(1H, m) , 3. 10-3. 46 (4H, m) , 3. 81 (3H, s) , 5. 18 (2H, s) , 6. 90-6. 96 (1H, m) , 7. 22-7. 30 (2 
H, m) , 7. 73 (2H, s) , 8. 80-8. 90 (1H, brs) , 9. 24-9. 30 (1H, brs) . 
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MMffl 26 




5 lH-NMR(DMS0-d6) 5 : 

0. 79 (3H, t, J=7. 2Hz) , 1. 12-1. 48 (2H, m) , 1. 42 (18H, s) , 1. 48-1. 70 (2H, m) , 2. 73-2. 86 
(3H, m) , 3. 25-3. 38 (3H, m) , 3. 78 (1H, dd, J=ll. 2, 7. 2Hz) , 5. 15 (1H, d, J=14. 4Hz) , 5. 20 
(1H, d, J=14. 4Hz) , 7. 20-7. 36 (3H, m) , 7. 74 (2H, s) , 8. 06 (1H, s) , 8. 82 (1H, brd, J=4. 8H 
z),9. 19(lH,brd, J=4. 4Hz). 
10 27 

4-^^v ? 7Wl-[2-(3.5-v ; -m 3 -f^-;V-A-\i Rjg ±¥zZ 
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lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 2. 94 (1H, dd, J=13. 6, 10. 8Hz) , 3. 14 (1H, quintet, J=4. OHz) , 3. 27-3. 36 
(1H, id) , 3. 53 (3H, s) , 3. 74-3. 82 (2H, s) , 3. 96 (1H, dd, J=l 1. 2, 8. 4Hz) , 5. 22 (1H, d, J=l 
8. OHz) , 5. 28 (1H, d, J=18. OHz) 7. 25-7. 40 (5H, m) , 7. 75 (2H, s) , 8. 08 (1H, brs) , 9. 26 (1 
H,brs),9. 75(lH,brs). 



l-(3, S-V-m 3 Z^VWjj^ KP^^-7x^;l/)-2-{3-[(2-xf;W7'^)-^f 



lH-NMR(DMS0-d6) 5 : 

0. 85 (3H, t, J=7. 2Hz) , 0. 87 (3H, t, J=7. 2Hz) , 1. 20-1, 48 (7H, m) , 1. 43 (18H, s) , 2. 29-2 
. 43 (2H, m) , 3. 54-3. 60 (1H, m) , 3. 68-3. 75 (1H, m) , 4. 18-4. 24 (1H, m) , 5. 69 (1H, d, J=15 
. 9Hz) , 6. 03 (1H, d, J=15. 9Hz) , 7. 93 (2H, s) . 
Hi 29 

l-(3.5-S?-% 3 -ff-fr-l-K KP=3r->-7x^;l/)-2-[3-(2-xf;V-^7$ 

j ) -2-4 ^ j - m° n v m-^# / > ; 2 mmm. 



■mm 28 




H3C F H 3 



V-CK3 

H 3 C CH 3 
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lH-NMR(DMS0-d6) 5 : 

0. 82 (3H, t, J=7. 2Hz) , 0. 83 (3H, t, J=7. 2Hz) , 1. 13-1. 42 (6H, ra) , 1. 40 (18H, s) , 1. 58-1 
. 64 (1H, m) , 2. 03-2. 12 (1H, m) , 2. 37-2. 44 (1H, m) , 2. 70-2. 78 (1H, m) , 3. 07-3. 15 (1H, m 
) , 3. 94-3. 99 (1H, m) , 5. 33 (2H, s) , 7. 73 (2H, s) , 8. 37 (2H, br) . 
W&m 30 

N-{l-[2-(3.5-S?-% 3 /f/M-1: Kp ^^-y ^=-/V)-2-^ 




lH-NMR(DMS0-d6) 5 : 

0. 84 (3H, t, J=7. 4Hz), 0. 89 (3H, t, J=7. 4Hz), 1. 19-1. 48 (6H, ra) , 1. 39(18H, s), 1. 49-1 
. 56 (1H, ra) , 2. 01 (3H, s) , 2. 26-2. 34 (2H, m), 3. 52-3. 69 (2H, m) , 4. 67-4. 74 (1H, m) , 5. 2 
3 (2H, s) , 7. 74 (2H, s) , 8. 03 (1H, br) , 8. 81 (1H, br) , 9. 03 (1H, br) . 

mmm 31 
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lH-NMR(DMS0-d6) 6 : 

1. 09 (3H. t. J=6. 0Hz), 1. 20 (3H. t. J=6. OHz), 1. 40(18H. s), 1. 45-1. 60 (4H. m), 2. 91 (1 
H. d. J=10. OHz), 3. 12 (1H. d. J=10. OHz), 3. 32 (1H. d. J=10. OHz), 3. 58 (1H. d. J=10. OHz 
) , 5. 23 (2H. s) , 7. 25 (2H. m) , 7. 30 (3H. m) , 7. 83 (2H. s) . 
MS:ra/e(ESI)477. 2(MH+) 

mnm 32 




lH-NMR(DMS0~d6) 5 : 
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0. 82 (3H, t, J=7. 2Hz), 1. 00-1. 30 (3H, m), 1. 43(18H, s), 1. 50 (1H, td, J=6. 8Hz, 13. 2Hz 
) , 1. 72 (1H, m) , 2. 26 (1H, td, J=8. 8Hz, 13. 2Hz) , 2. 78 (1H, dd, J=10. 4Hz, 13. 6Hz) , 3. 53 
(1H, m) , 3. 75 (1H, m) , 5. 03 (1H, d, J=18. OHz) , 5. 27 (1H, d, J=18. OHz) , 7. 25-7. 40 (5H, m 
) , 7. 78 (2H, s) , 8. 06 (1H, s) , 8. 91 (1H, s) , 9. 30 (1H, s) . 

mmm 33 

2-(3-^<^vVW2-^ ^ /-5-yu bVl/-b°P }) S^-W/lQ-l-O, 5-^-H 3 




CH3 

lH-NMR(DMS0-d6) 5 : 

0. 84 (3H, t, J=7. 2Hz) , 1. 05-1. 35 (3H, m) , 1. 43 (18H, s) , 1. 65-1. 85 (2H, ra) , 1. 98 (1H, m 
) , 2. 75 (1H, dd, J=1L 2Hz, 13. 2Hz) , 3. 28 (1H, dd, J=4. OHz, 13. 2Hz) , 3. 52 (1H, m) , 3. 83 
(1H, m) , 5. 06 (1H, d, J=18. 4Hz) , 5. 25 (1H, d, J=18. 4Hz) , 7. 20-7. 40 (5H, m) , 7. 79 (2H, s 
) , 8. 06 (1H, s) , 8. 90 (1H, s) , 9. 35 (1H, s) . 
%W$\ 34 

2-(4-^>-^/W5-^^/-2,2-v ; ^^/Wl:°py^>--W7P)-l-(3,5-v ; -^ 3 ~f 
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lH-NMR(DMS0-d6) 5 : 

1. 21 (3H, s), 1. 22 (3H, s), 1. 44(18H, s), 1. 74 (dd, J=8. 0Hz, 12. 8Hz), 1. 98 (1H, dd, J=8 
. 8Hz, 12. 8Hz) , 2. 70 (1H, dd, J=ll. 2Hz, 13. 2Hz) , 3. 45 (1H, dd, J=3. 6Hz, 13. 2Hz) , 3. 64 
(1H, m) , 5. 03 (1H, d, J=18. 8Hz) , 5. 13 (1H, d, J=18. 8Hz) , 7. 25-7. 40 (5H, m) , 7. 81 (2H, s 
) , 8. 04 (1H, s) , 8. 78 (1H, s) , 9. 16 (1H, s) . 
MMM 35 

2-(3-^^v^-2-^ $/-4r* h^V* fvw-tf p ]) v^-W/^)-l-(3, 5-^-31 
3 ~7±Az±it Kpjr^-7x^)-x^y ^;mik7km%m. 




lH-NMR(DMS0-d6) 5 ': 

1. 43 (18H, s) , 2. 42 (1H, m) , 2. 87 (1H, m) , 3. 06 (3H, s) , 3. 08-3. 16 (2H, m) , 3. 21-3. 37 (3 
H, m) 3. 76 (1H, dd, J=10. 8, 7. 6Hz) , 5. 19 (1H, d, J=18. 4Hz) , 7. 29 (1H, m), 7. 32-7. 40 (4H 
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, m) , 7. 76 (2H, s) , 8. 07 (1H, s) , 9. 12 (1H, brd, J=8. 0Hz) , 9. 65 (1H, brd, J=6. 8Hz) . 
36 

2-(4-^^^;W2--f 5 7-fc°P V v^-W/W)-!- (3, 5-^-31 3 7'^vU-4-fc Kp 




lH-NMR(DMS0-d6) 6 : 

1. 42 (18H, s) , 2. 72 (1H, dd, J=17. 6, 4. 8Hz) , 2. 85 (1H, ra) , 3. 06 (1H, dd, J=17. 6, 7. 6Hz) 
, 3. 40 (1H, dd, J=10. 4, 5. 2Hz) , 3. 68 (1H, dd, J=10. 4, 6. 8Hz) , 5. 17 (2H, s) , 7. 20-7. 36 ( 
5H, m) , 7. 74 (2H, s) , 8. 07 (1H, s) , 8. 80 (1H, m) , 9. 25 (1H, ra) . 
2I»J 37 

4-^V^/Wl-[2-(3,5-v ; -M 3 ^9vW4-b Kn »->7x=/l/)-2-t^y-xf 




H 3 C CHg 



lH-NMR(DMS0-d6) 8 : 
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1. 43(18H, s), 1. 89(1H, td, J=4. OHz, 13. 6Hz), 2. 56(1H, td, J=10. OHz, 13. 6Hz), 2. 66( 
1H, dd, J=10. 8Hz, 13. 6Hz) , 3. 28 (1H, dd, J=4. OHz, 13. 6Hz) , 3. 61 (1H, m) , 3. 68 (3H, s) , 
4. 58(1H, dd, J=4. OHz, 13. 6Hz), 5. 13(2H, d, J=18. 8Hz), 5. 38(1H, d, J=18. 8Hz), 7. 20- 
7. 40 (5H, m) , 7. 73 (2H, s) , 8. 08 (1H, s) , 9. 41 (1H, s) , 9. 93 (1H, s) . 
HffiM 38 

4--<^v ; /W-[2-(3,5-v ; -^ 3 ^^vU-4-fc h'p ^r^-7i^)-2-t^y-xf 




H 3 C CH 3 



lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 2. 1 1 (1H, m) , 2. 24 (1H, m) , 2. 78 (1H, t, J=12. 4Hz) , 3. 60 (1H, m) , 3. 64 (3H 
, s) , 4. 64 (1H, in) , 5. 17 (1H, d, J=18. OHz) , 5. 33 (1H, d, J=18. OHz) , 7. 20-7. 40 (5H, m) , 7 
. 74 (2H, s) , 8. 08 (1H, s) , 9. 38 (1H, s) , 9. 81 (1H, s) . 
MMM 39 
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lH-NMR(DMS0-d6) 5 : 

1. 16 (3H, t, J=7. 2Hz) , 2. 56 (1H, m) , 2. 67 (1H, dd, J=12. 4Hz, 12. 8Hz) , 3. 27 (1H, m) , 3. 5 
9 (1H, ra) , 4. 04-4. 20 (2H, ra) , 4. 57 (1H, dd, J=4. OHz, 10. OHz) , 5. 13 (1H, d, J=18. 4Hz) , 5 
. 35 (1H, d, J=18. 4Hz) , 7. 20-7. 40 (5H, m) , 7. 73 (2H, s) , 8. 08 (1H, s) , 9. 33 (1H, s) , 9. 85 
(1H, s). 

MMM 40 

l-(3.5-S?-% 3 y^/W4-b Kp^'>7x^)-2-(2-^ ^ y-3-7x=;l/-h°P 




CH3 



lH-NMR(DMS0-d6) 5 : 

1. 42 (18H, s) , 2. 03 (1H, m) , 2. 67 (1H, m) , 3. 72 (1H, m) , 3. 81 (1H, m) , 4. 51 (1H, dd, J=9. 6 
, 5. 6Hz) , 5. 33 (2H, s) , 7. 36 ( 1H, m) , 7. 40-7. 51 (4H, m) , 7. 77 (2H, s) , 8. 07 (1H, brs) , 9. 
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03 (1H, brs). 
mW\ 41 

l-(3, 5-i?-fR 3 -f^-jV-ArM KP^-7a=^)-2-(2-^ ^/-4-7a^^P 




H 3 C CH 3 



lH-NMR(DMS0-d6) 6 : 

1. 41 (18H, s) , 3. 05 (1H, dd, J=17. 6, 7. 6Hz) , 3. 46 (1H, dd, J=17. 6, 9. 2Hz) , 3. 67 (1H, dd 
, J=10. 4, 6. 4Hz) , 3. 85 (1H, m) , 4. 03 (1H, dd, J=10. 4, 8. 4Hz) , 5. 26 (2H, s) , 7. 29 (1H, m) 
, 7. 33-7. 41 (4H, m) , 7. 75 (2H, s) , 8. 06 (1H, brs) , 9. 00 (1H, brs) , 9. 45 (1H, brs) . 

mmm 42 

N-{l-[2-(3,5— 3 -f^-jv-^-M h'x2^y--7^^M-2-^y-^M-2~^{ 




H3C CH3 

lH-NMR(DMS0-d6) 5 : 
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1. 02 (6H, t, J=6. 8Hz) , 1. 40 ( 18H, s) , 1. 89-1. 98 (1H, m) , 2. 16-2. 26 (1H, m) , 2. 41 (1H, s 
ept, J=6. 8Hz) , 3. 30-3. 38 (2H, m) , 3. 48-3. 62 (3H, m) , 5. 17 (2H, s) , 7. 72 (2H, s) , 7. 99- 
8. 09 (2H, m) , 8. 83 (1H, br) , 9. 26 (1H, br) . 
HUM 43 

2-{3-[2-(l-T-fr?VU-bV<y V'^-A-yj ;V)-^;V\-2-H % /-fc°P V 



0 




lH-NMR(DMS0-d6) 5 : 

0. 88-0. 97 (1H, m) , 0. 90-0. 99 (1H, m) , 1. 27-1. 33 (1H, m) , 1. 34-1. 55 (5H, m) , 1. 39 (18H 
, s) , 1. 61-1. 74 (1H, m) , 1. 80-1. 90 (1H, m) , 1. 96 (3H, s) , 2. 93-3. 03 (1H, m) , 3. 10-3. 19 
(1H, m) , 3. 52-3. 64 (2H, m) , 3. 72-3. 82 (1H, m) , 4. 31-4. 38 (1H, m) , 5. 24 (2H, s) , 7. 72 (2 
H, s) , 8. 75 (1H, br) , 9. 09 (1H, br) . 
%%®\ 44 

2-(4- ^ I -2, 2- * f; JV-2. 5- v> t K P - If P — 4 

M -1- (3, 3 -f ^^-4- b kp^>-7i ~/^) -^*;y, ^itTkmmik 
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H3C CH3 



lH-NMR(DMS0-d6) 5 : 

1. 03 (3H, t, J=7Hz) , 1. 37 (6H, s) , 1. 48 (18H, s) , 1. 55-1. 62 (2H, m) , 2. 40 (2H, m) , 3. 80 ( 
2H, s) , 5. 77 (2H, s) , 5. 80 (brs, 1H) , 7. 15 (2H, d, J=7Hz) , 7. 28-7. 39 (3H, m) , 7. 93 (2H, s 
). 

MS:m/e(ESI)489. 3(MH+) 
45 

2-(3-^^^/W4-m 3^5vV-2-Y % J-\fu ]} S?y-W;V)-l-(3. 5-i? 




lH-NMR(DMS0-d6) 5 : 

1. 00 (9H, s) , 1. 43 (18H, s) , 2. 30 (1H, in) , 2. 86 (1H, dd, J=14. 4, 11. 2Hz) , 3. 01-3. 16 (2H 
, m) , 3. 19-3. 40 (3H, ra) , 3. 74 (1H, dd, J=10. 4, 8. OHz) , 5. 17 (2H, s) , 7. 24-7. 42 (5H, m) , 
7. 75 (2H, s) , 8. 07 (1H, s) , 8. 94 (1H, brs) , 9. 40 (1H, brm) . 
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mmm 46 




5 lH-NMR(DMS0-d6) 5 : 

1. 43(18H, s) , 2. 25 (1H, m) , 2. 88 (1H, dd, J=14. 8, 11. 2Hz) , 3. 13-3. 27 (4H, m) , 3. 41 (1H 
, dd, J=10. 8, 8. OHz), 3. 72 (1H dd, J=ll. 2, 8. OHz), 5. 17 (2H, s), 7. 26-7. 40 (5H, m), 7. 
75 (2H, s) r 8. 08 (1H, s) , 8. 91 (1H, brra) , 9. 40 (1H, brm) . 

mmm 47 

10 1- (3, 5-^-15 3 y^V-4-b Kp^^-7x^)-2-[2-^ ^ y-3-(2-h"^y j?> 




lH-NMR(DMS0-d6) 5 : 

1. 18-1. 38 (6H, m) , 1. 45-1. 58 (2H, m) , 1. 76-1. 91 (4H, m) , 2. 22-2. 32 (1H, m) , 2. 85 (2H, 
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brt, Jail. 2Hz) , 3. 12-3. 21 (1H, ra) , 3. 54-3. 65 (2H, m) , 5. 18 (2H, s) , 7. 72 (2H, s) , 8. 06 
(1H, br) , 8. 79 (1H, br) , 9. 14 (1H, br) . 

mmm 48 

fg 3 ^f;M- 1 K p 3r y- y £ - ^) - j ^ y ^ ; ^fcfcmmW. 




lH-NMR(DMS0-d6) 6 : 

1. 40 (18H, s) , 1. 88 (1H, ra) , 2. 03 (1H, dd, J=6. OHz, 13. 2Hz), 2. 90 (1H, dd, J=10. 8Hz, 13 
. 2Hz) , 3. 12 (1H, dd, J=4. OHz, 13. 2Hz) , 3. 40 (1H, m) , 3. 81 (2H, t, J=10. 4Hz) , 3. 98 (1H, 
m), 4. 68 (1H, d, J=10. 4Hz) , 5. 15 (1H, d, J=18. 4Hz) , 5. 31 (1H, d, J=18. 4Hz), 7. 25-7. 40 
(5H,m)7. 78 (2H, s). 

mmm 49 

2-(3-^<y i?V 7*^-2-^ ^y-h'nV W-l-J A>)-l-(3. 5-iMI 3 T^/W-fc 



118 



WO 02/085850 



PCT/JP02/03949 




H3C CH 3 

lH-NMR(DMS0-d6) 5 : 
1.41 

(18H, s) , 3. 20-3. 26 (2H, m) , 3. 77 (2H, t, J=6. 8Hz) , 5. 32 (2H, s) , 7. 46-7. 60 (5H, ra) , 7. 
5 65-7. 68 (1H, brs), 7. 75 (2H, s), 8. 74-8. 88 (1H, brs), 9. 20-9. 32 (1H, brs). 

mmm 50 

l-(3.5-S?-%& 3 ^'f/M-b K U*¥z2-£~M "2- (2-4 § 7-3-7^-/1^-4-^ 




HsC CH3 



10 lH-NMR(DMSO-d6) 5 : 

0. 84(3H, t, J=7. 6Hz) , 1. 20-1. 32 (2H, m) , 1. 44 (18H, s) , 1. 46-1. 58 (2H, m) , 2. 42 (1H, ra 
) , 3. 45 (1H, dd, J=6. 8, 10. 8Hz) , 3. 92 (1H, dd, J=8. 4, 10. 8Hz) , 4. 15 (1H, d, J=6. 8Hz) , 5 
. 30 (2H, s) , 7. 36-7. 50 (5H, m) , 7. 78 (2H, s) , 8. 08 (1H, brs) , 8. 86 (1H, brs) , 8. 95 (1H, b 
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rs). 

MMM 51 • 

N-(2-{l-[2-(3,5-v ? -i3^f;W4-b Kg ^y-y ^-;V)-2-^y-^ ; y\-2- 




H 3 C CH3 

lH-NMR(DMS0-d6) 5 : 

1. 40 (18H, s) , 1. 80-2. 00 (2H, br) , 1. 89 (3H, s) , 2. 16-2. 40 (2H, m) , 3. 10-3. 18 (1H, m) , 
3. 32-3. 41 (1H, m) , 3. 45-3. 58 (2H, m) , 3. 68-3. 80 (1H, m) , 5. 05 (1H, d, J=18. 2Hz) , 5. 75 
(1H, d, J=18. 2Hz) , 5. 79 (1H, s) , 7. 79 (2H, s) . 
MS:m/e(ESI)416.2(MH+) 
MMW 52 

l-(3,5-SHS 3 -7±2kl±zt KP»V-7a=/V)-2-[l-(3-Jf;W<y^V)-2- 




H3C CH3 



120 



WO 02/085850 



PCT/JP02/03949 



lH-NMR(DMS0-d6) 6 : 

0. 86 (6H, t, J=7Hz) , 1. 23-1. 60 (7H, m) , 1. 93 (1H, m) , 2. 46 (1H, ra) , 3. 47-3. 56 (3H, ra) , 3 
. 64-3. 77 (3H, m), 3. 83 (1H, td, J=10, 6Hz), 1. 45(18H, s), 5. 80(lHs), 7. 80 (2H, s), 9. 0 
3(1H, s),9. 66 (1H, s). 
MS:m/e(ESI)429. 3(MH+) 
UMn 53 

2-(5--<yi>jU-2-4 * /-3-yg b:VWb°P ]} S?>-W^)-l-(3. 3 7^1 




lH-NMR(DMS0-d6) 6 : 

0. 90 (3H, t, J=7. 2Hz) , 1. 10-1. 40 (3H, m) , 1. 44 (18H, s) , 1. 58 (1H, m) , 1. 80 (1H, m) , 2. 2 
2 (1H, m) , 2. 61 (1H, dd, J=6. 4Hz, 13. 2Hz) , 3. 10 (1H, m) , 3. 18 (1H, dd, J=4. OHz, 13. 2Hz) 
, 4. 11 (1H, m) , 5. 18 (1H, d, J=18. 8Hz) , 5. 34 (1H, d, J=18. 8Hz) , 7. 20-7. 35 (5H, m) , 7. 78 
(2H, s) , 8. 06 (1H, s) , 8. 83 (1H, s) , 9. 08 (1H, s) . 

MMM 54 

2-(5-^yj?sU-2-4 5 J-Z-^n V i^-W/^)-l-(3, 5-^-» 3 
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lH-NMR(DMS0-d6) 8 : 

0. 88 (3H, t, J=7. 2Hz) , 1. 10-1. 40 (3H, m), 1. 44 (18H, s) , 1. 80 (2H, ra) , 2. 03 (1H, m) , 2. 7 
1 (1H, dd, J=9. 6Hz, 13. 2Hz) , 3. 02 (1H, m) , 3. 10 (1H, dd, J=4. OHz, 13. 2Hz) , 4. 10 (1H, m) 
, 5. 18 (1H, d, J=18. 8Hz) , 5. 28 (1H, d, J=18. 8Hz) , 7. 20-7. 35 (5H, m) , 7. 77 (2H, s) , 8. 06 
(1H, s),8. 82 (1H, s),9. 05 (1H, s). 
MMm 55 

2- [3- (2-^ p n-^yp;V)-2-^( % /-4-7°p b°;l/-b°P ]} $?^-W /P]-l-(3. 5- 



CI 




HaC CHg 



lH-NMR(DMS0-d6) 5 : 

0. 60 (3H, t, J=7. 2Hz) , 0. 80-1. 26 (4H, m) , 1. 41 (18H, s) , 2. 06-2. 16 (1H, m) , 2. 99-3. 07 
(1H, m) , 3. 16-3. 38 (3H, m) , 3. 84-3. 92 (1H, m) , 5. 18 (2H, s) , 7. 30-7. 40 (2H, m) , 7. 46-7 
. 52 (2H, m) , 7. 73 (2H, s) , 9. 25-9. 30 (1H, brs) . 
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mmm 56 

2-(4-^y^/V-3-^f ^ 7-5-7° p EVWgjW y=3ri^y-7W2-^7V)-l-(3,5-v ; -^ 
3 /f/M- bKD^r^x^-x^/y; ^Tkif Itifc 



5 lH-NMR(DMS0-d6) 5 : 

0. 86 (3H, t, J=7Hz) , 1. 47 (18H, s) , 1. 48-1. 60 (2H, ra) , 2. 43 (2H, t, J=7Hz) , 3. 74 (2H, s) 
, 6. 40 (2H, s) , 7. 18 (2H, d, J=7Hz) , 7. 27 (1H, t, J=7Hz) , 7. 35 (2H, t, J=7Hz) , 7. 89 (2H, s 
). 

MS:m/e(ESI)463. 3(MH+) 
10 57 

l-(3,5-S?-fB 3 ^/W4-fc KP^V-7»=^)-2-(2->f 5 y-4~7°P b'/H-f 




NH.HBr 



H3C CH3 



H 3 C CH 3 




NH.HBr 



s 



A~ CH 3 

H3C CH 3 



lH-NMR(DMS0-d6) 6 : 
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0. 71 (3H, t, J=6. 0Hz) ,1.10 (2H, m) , 1. 33 (1H, m) , 1. 40 (18H, s) , 1. 60 (2H, m) , 3. 20 (2H, 
m) , 3. 65 (1H, m) , 5. 36 (1H, d, J=14. 0Hz) , 5. 47 (1H, d, J=14. 0Hz) , 7. 05 (1H, d, J=4. 5Hz) 
, 7. 09 (1H, brs) , 7. 20 (1H, d, J=4. 5Hz) , 7. 80 (2H, s) . 
MS:m/e(BSI)469. 2(MH+) 
58 

l-(3,5-SHS 3 FP^r^-7x^)-2-[2-^ ^ y-3-(2--l > y^njf 




H 3 C CH3 

lH-NMR(DMS0-d6) 8 : 

1. 09 (3H, d, J=6. OHz), 1. 10 (3H, d, J=6. OHz), 1. 40(18H, s), 1. 68-1. 75 (1H, m), 1. 89-1 
. 98 (1H, m) , 2. 04-2. 10 (1H, m) , 2. 22-2. 31 (1H, m) , 3. 20-3. 29 (1H, m) , 3. 42-3. 48 (1H, m 
), 3. 50-3. 66 (4H, m) , 5. 15 (2H, s) , 7. 71 (2H, s) , 8. 05 (1H, br) , 8. 77 (1H, br) , 9. 09 (1H, 
br). 

mmm 59 
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H 3 C CH. 



lH-NMR(DMS0-d6) 5 : 

0. 67 (3H, t, J=6. 8Hz) , 0. 90-1. 35 (4H, ra) , 1. 48 (18H, s) , 2. 20-2. 30 (1H, m) , 3. 20-3. 27 
(1H, m) , 3. 40-3. 55 (2H, m) , 3. 60-3. 73 (1H, m) , 4. 04-4. 11 (1H, m) , 5. 38 (1H, d, J=18Hz) 
5 , 5. 73 (1H, d, J=18Hz) , 5. 84 (1H, s) , 7. 41 (1H, t, J=7. 4Hz) , 7. 61 (1H, t, J=7. 4Hz) , 7. 89 
(2H, s) , 7. 92 (1H, d, J=8. 0Hz) , 8. 03 (1H, d, J=8. 0Hz) . 
MS:m/e(ESI)508. 3(MH+) 
MWH 60 

2-[3-(2-T 5 ;-^sV)V)-2-4 5 ;-4-y>v hVP-fcfg 3 ^^-W/H-l-O. 5- 




lH-NMR(DMS0-d6) 8 : 

0. 61 (3H, t, J=7. 2Hz) , 0. 80-1. 32 (4H, ra) , 1. 47 (18H, s) , 2. 17-2. 26 (1H, m) , 2. 58-2. 67 
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(1H, m), 3. 18 (1H, dd, J=3. 6Hz, J=10. 4Hz), 3. 58-3. 78 (2H, ro), 3. 92 (1H, dd, J=8. OHz, J 
=13. 6Hz) , 5. 21 (1H, d, J=18Hz), 5. 81 (1H, d, J=18Hz) , 5. 84 (1H, s) , 6. 59-6. 64 (2H, m) , 
6.96-7. 05(2H,m),7.89(2H, s). 

mmm 6i 

l-(3,5-^-% 3 ^/W4-b K P ^r->-7 x ^/W) -2- [5- (2-xf;l.-^f -l-^ 
-33,63--^ Ka-v-^ P^>^[c] jV-l-A >V\-^$ / 




H3C CH3 

lH-NMR(DMS0-d6) 5 : 

0. 81 (6H, t, J=7. 2Hz), 1. 04 (1H, q, 12. OHz), 1. 17-1. 32 (8H, m), 1. 40(18H, s), 1. 92-2. 
03 (1H, ra) , 2. 09-2. 16 (1H, m) , 2. 29-2. 36 (1H, m) , 2. 81 (1H, brt, J=8. 4Hz) , 3. 76 (1H, dd 
, J=2. 0, 11. 2Hz), 3. 59 (1H, q, J=9. 2Hz), 3. 79 (1H, dd, J=8. 4, 11. 2Hz), 5. 10 (2H, s), 7. 
71 (2H, s) , 8. 65 (1H, br) , 9. 14 (1H, br) . 
MMM 62 

l-(3,5-S?-& 3 y^/U-A-i: KP^'>7x^;i/)-2-(2-^ ^ / -4-/p fc°;^-3-f 
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HsQ CH 3 




lH-NMR(DMSO-d6) 5 : 

0. 75 (3H, t, J=6. 0Hz) ,1.14 (2H, m) , 1. 23 (1H, m) , 1. 35 (2H, m) , 1. 40 (18H, s) , 3. 26 (2H, 
m) , 3. 47 (2H, d, J=6. OHz) , 3. 76 (1H, m) , 5. 13 (2H, s) , 7. 68 (1H, d, J=4. 5Hz) , 7. 70 (2H, s 
),7. 78(lH,d, J=4. 5Hz). 
MS:m/e(ESI)470.2(MH+) 
Mtfoffl 63 

l-(3.5-SHS 3 yf/W4-b KP^i/-7x=;V)-2-(2-^f ^ b>-3-f 




lH-NMR(DMS0-d6) 6 : 

0. 73 (3H, t, J=6. OHz) , 1. 12 (2H, ra) , 1. 30 (3H, m) , 1. 40 (18H, s) , 3. 07 (2H, m) , 3. 25 (2H, 
d, J=6. OHz) , 3. 75 (1H, m) , 5. 12 (2H, s) , 7. 01 (2H, ra) , 7. 42 (1H, d, J=4. 5Hz) , 7. 70 (2H, s 
)• 
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MS:ra/e(ESI)469. 2(MH+) 
UWM 64 

l-(3,5-S?-% 3 KP^->-7x-;V)-2-[3-(4-7^tP-^yv ? 




H 3 C CH3 

lH-NMR(DMS0-d6) 6 : 

0. 64 (3H, t, J=7. 2Hz) , 0. 88-1. 35 (4H, m) , 1. 40 (18H, s) , 2. 05-2. 15 (1H, m) , 2. 85 (1H, d 
d, J=12. 8, 10. 8Hz), 3. 00-3. 08 (1H, m), 3. 15 (1H, dd, J=12. 8, , 5. 1Hz), 3. 22 (1H, dd, J= 
12. 8, 4. 6Hz), 3. 81 (1H, dd, J=12. 8, 9. 2Hz) , 5. 15 (2H, s), 
MAM 65 

l-(3,5-^-j3^;M-fc Kp ar^-7x=;^)-2-[5-(2-xf ;W2-b Kp^-V- 
^/M-W ^ /-^^-jM: Kp-^p^ [c] /P-2-^^]-j:^y 




H3C CH3 
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lH-NMR(DMS0-d6) 8 : 

0. 76 (3H, t, J=6. 9HZ), 0. 77 (3H, t, J=6. 9Hz), 1. 09-1. 14 (1H, m) , 1. 20-1. 27 (1H, m) , 1. 
48-1. 61 (6H, m) , 1. 92-2. 02 (1H, m) , 2. 14-2. 22 (1H, m) , 2. 39-2. 48 (1H, m), 2. 73-2. 82 ( 
1H, ra) , 3. 33-3. 35 (1H, m) , 3. 54 (1H, dd, J=8. 7, 17. 4Hz) , 3. 77-3. 82 (1H, m) , 5. 13 (2H, s 
) , 7. 73 (2H, s) , 8. 02 (1H, br) , 8. 64 (1H, br) , 9. 14 (1H, br) . 
66 

l-(3, 5-^-1% 3 -ff/V-l-K KP^i^-7^-^)-2-(W ^ /-5-p< hdrv--^ 




lH-NMR(DMSO-d6) 8 : 

1. 39(18H, s), 1. 76(1H, brd, J=17. 0Hz), 1. 95-2. 03 (2H, m), 2. 13(1H, brd, J=14. 2Hz), 

2. 87-2. 97 (1H, br) , 3. 15 (3H, s) , 3. 40-3. 46 (1H, m) , 3. 58-3. 66 (1H, m) , 3. 83-3. 87 (2H 
, m) , 5. 16-5. 20 (2H, m) , 7. 73 (2H, s) , 8. 02 (1H, br) , 8. 61 (1H, br) , 9. 14(1H, br) . 

mmm 67 

1-0,5-^-^ 3 :/5vW4-t Kp jri/-7xn;l/)-2-(W ^ b^iy-^* 
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H3C CH3 

lH-NMR(DMS0-d6) 6 : 

1. 39 (18H, s) , 1 . 61-1. 69 (1H, m) , 1. 90-2. 07 (2H, ra) , 2. 09-2. 19 (1H, m) , 2. 90-2. 99 (1H 
, br) , 3. 21 (3H, s) , 3. 30-3. 38 (1H, m) , 3. 61-3. 70 (1H, m) , 3. 85 (1H, t, J=8. 7Hz) , 3. 93 ( 
1H, m) , 5. 22 (2H, s) , 7. 71 (2H, s) , 8. 04 (1H, br) , 8. 72 (1H, br) , 9. 23 (1H, br) . 
68 

2-[2-(3, 5-i?-m 3 :/9vk-4-b Kg *ri/-7 y-^;U]-l-4 $ 7 




lH-NMR(DMS0-d6) 8 : 

1. 38 (18H, s) , 1. 84-1. 93 (1H, m) , 2. 55 (1H, dd, J=4. 6, 18. 4Hz) , 2. 82 (1H, dd, J=9. 2, 20 
. 0Hz) , 3. 63 (1H, dd, J=4. 5, 10. 8Hz) , 3. 88 (1H, d, =6. 0Hz) , 3. 95-4. 40 (2H, m) , 5. 21 (2H 
, s) , 7. 25-7. 43 (5H, ra) , 7. 74 (2H, s) , 9. 25 (1H, br) , 9. 50 (1H, br) . 
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1- (3, 5-i?-m 3 yg7W4i hKpjrv^-7x -2- T2~^ § J -3- (3->f V^P^ 




lH-NMR(DMS0-d6) 6 : 

0. 82 (3H, t, J=7. 2Hz) , 1. 00-1. 40 (3H, m) , 1. 27 (6H, d, J=6Hz) , 1. 43 (18H, s) , 1. 52 (1H, 
m) , 1, 71 (1H, m) , 2. 27 (1H, m) , 2. 75 (1H, dd, J=10. 4Hz, 13. 2Hz) , 3. 30 (1H, m) , 3. 53 (1H, 
m) , 3. 74 (1H, m) , 4. 69 (1H, m) , 5. 02 (1H, d, J=19. 2H) , 5. 26 (1H, d, J=19. 2Hz) , 6. 82 (2H, 
m) , 6. 86 (1H, s) , 7. 25 (1H, t, J=7. 6Hz) , 7. 78 (2H, s) , 8. 06 (1H, s) , 8. 89 (1H, s) , 9. 26 (1 
H, s). 
MMM 70 

l-(3,5-SHS 3 ^gvW4^ \*u*i/-7ai-M-2-\2-'( ^ SS-jZ-J y~7vtf 




CH3 H3C CH3 
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lH-NMR(DMS0-d6) 5 : 

0. 84 (3H, t, J=7. 2Hz) , 1. 00-1. 40 (3H, ra) , 1. 27 (6H, d, J=6. 0Hz) , 1. 43 (18H, s) , 1. 72 (1 
H, ra) , 1. 79 (1H, ra) , 2. 00 (1H, m) , 2. 73 (1H, t, J=12. 0Hz) , 3. 21 (1H, m) , 3. 52 (1H, ra), 3. 8 
1 (1H, m) , 4. 63 (1H, m) , 5. 05 (1H, d, J=18. 8Hz) , 5. 25 (1H, d, J=18. 8Hz) , 6. 82 (1H, d, J=7 
. 6Hz) , 6. 87 (1H, d, J=7. 6Hz) , 6. 89 (1H, s) , 7. 25 (1H, t, J=7. 6Hz) , 7. 78 (2H, s) , 8. 06 (1 
H, s),8. 88 (1H, s),9. 30(lH,s). 

l-(3, 5-^-ffl 3 Kp^^-7^^/U)-2-[2-Y ^-3-(Wy/p^ 




lH-NMR(DMSO-d6) 5 : 

0. 81 (3H, t, J=7. 2Hz) , 1. 00-1. 40 (3H, m) , 1. 26 (6H, d, J=6Hz) , 1. 43 (18H, s) , 1. 51 (1H, 
m) , 1, 70 (1H, ra) , 2. 26 (1H, ra) , 2. 73 (1H, dd, J=10. 0Hz, 13. 6Hz) , 3. 24 (1H, m) , 3. 47 (1H, 
m) , 3. 74 (1H, ra) , 4. 59 (1H, ra) , 5. 01 (1H, d, J=18. 4H) , 5. 26 (1H, d, J=18. 4Hz) , 6. 89 (2H, 
d, J=7. 2Hz) , 7. 18 (1H, d, J=7. 2Hz) , 7. 78 (2H } s) , 8. 06 (1H, s) , 8. 87 (1H, s) , 9. 26 (1H, s 
). 

mnm n 

l-(3,5-i?-j| 3 -f^-JV-^-M KP 3 fv'-7x^;l/)-2-[2-^ 3; /-3-(4-^ V"f\^i^ 
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lH-NMR(DMS0-d6) 5 : 

0. 84 (3H, t, J=7. 2Hz) , 1. 00-1. 40(3H, m) , 1. 26 (6H, d, J=6. 0Hz) , 1. 43 (18H, s) , 1. 71 (1 
H, m) , 1. 77 (1H, m) , 1. 98 (1H, m) , 2. 68 (1H, dd, J=10. 8Hz, 13. 2Hz) , 3. 18 (1H, dd, J=3. 6H 
z, 13. 2Hz) , 3. 45 (1H, m) , 3. 81 (1H, ra) , 4. 59 (1H, m) , 5. 04 (1H, d, J=18. 8Hz) , 5. 23 (1H, d 
, J=18. 8Hz) , 6. 89 (2H, d, J=8. 4Hz) , 7. 22 (2H, d, J=8. 4Hz) , 7. 78 (2H, s) , 8. 05 (1H, s) , 8 
.87(1H, s), 9. 30 (1H, s). 
MMM 73 

2-[3-^i/jU-2-4 ^ 7-4-(2-^ Y**/-^;V)-\?xi V S^-W />]-!- (3. 5- 




lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 1. 44-1. 60 (2H, m) , 2. 25 (1H, m) , 2. 87 (1H, dd, J=ll. 2, 14. 4Hz) , 3. 01 (3H 
, s) , 3. 02-3. 25 (5H, m) , 3. 82 (1H, dd, J=7. 6, 11. 6Hz) , 5. 19 (2H, s) , 7. 25-7. 40 (5H, m) , 
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7. 75 (2H, s) , 8. 06 (1H, brs) , 8. 96 (1H, brs) , 9. 43 (1H, brs) . 
74 



3 7^-4-fc KP^r^-7x^)-x^ / V;&Jbk3fjf§EJfi 



H 3 C CH 3 




lH-NMR(DMS0-d6) 5 : 

0. 98 (3H, t, J=6. 8Hz) , 1. 43 (18H, s) , 1. 44-1. 60 (2H, m) , 2. 44 (1H, m) , 2. 88 (1H, dd, J=l 
0. 4, 14. 4Hz) , 3. 10-3. 40 (7H, m) , 3. 76 (1H, dd, J=7. 6, 10. 8Hz) , 5. 15 (1H, d, J=18. OHz) 
, 5. 20 (1H, d, J=18. OHz) , 7. 25-7. 40 (5H, m) , 7. 75 (2H, s) , 8. 06 (1H, brs) , 8. 96 (1H, brs 
),9. 42(lH,brs). 
MMM 75 

2-(4-^>v7W3-.f ^ 7-2-T ^-* T4. 41 J ?-2-^)-l-(3, 5-^-^ 3 ?± 
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lH-NMR(DMS0-d6) 5 : 

1. 40 (18H, s) , 1. 35-1. 55 (8H, m) , 3. 03 (2H, brs) , 3. 25 (2H, m) , 3. 57 (1H, d, J=8. 0Hz) , 5 
. 13 (2H, s) , 7. 23 (1H, m) , 7. 32 (2H, t, J=8. 0Hz) , 7. 38 (2H, d, J=8. OHz) , 7. 72 (2H, s) . 
MM®] 76 

l-(3, 5-^-i 3yf;H-t; Ko^->-7^^)-2-rW^y-5-(4-^ hp- 7x 
/ ^r^)-^^ ^t: Kp-^ p^V^ [ c ] tfP-/U-2-^;l.l-x^ / yi^tykmm 

0" 
0=N + 




H 3 C CHg 

lH-NMR(DMS0-d6) 8 : 

1. 39 (18H, s) , 1. 91-2. 01 (1H, m) , 2. 19-2. 27 (2H, m) , 2. 32-2. 36 (1H, m) , 3. 08-3. 14 (1H 
, m) , 3. 43 (1H, dd, J=2. 0, 8. 4Hz) , 3. 42-3. 53 (2H, m) , 5. 17 (2H, s) , 5. 22 (1H, brs) , 7. 16 
(2H, d, J=12. 4Hz) , 7. 73 (2H, s) , 8. 05 (1H, br) , 8. 22 (2H, d, J=12. OHz) , 8. 78 (1H, brs) , 
9. 27(lH,brs). 

-2-4 /v]-l-(3. 5-i?-m 3 ^2t±± KPj^Z^EZkh^ I y.^ykmm 
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lH-NMR(DMS0-d6) 5 : 

1. 31 (18H, s), 1. 76-1. 84 (1H, m) , 2. 01-2. 14 (2H, m) , 2. 16-2. 28 (1H, m) , 2. 89-3. 06 (2H 
, m) , 3. 51-3. 58 (1H, m) , 3. 65-3. 74 (1H, m) , 3. 82-3. 90 (1H, ra) , 4. 83 (2H, s) , 6. 49 (2H, d 
, J=8. 8Hz) , 6. 66 (2H, d, J=8. 8Hz) , 7. 14 (2H, s) , 7. 40 (2H, br) . 
78 

N- (4- {2- [2- (3, 3 ^JU-j- U'p^-7j ~M y-J^/H -1- 




H 3 C CH 3 
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lH-NMR(DMS0-d6) 5 : 

1. 39 (18H, s) , 1. 82-1. 91 (1H, m) , 2. 09-2. 18 (2H, m) , 2. 46-2. 34 (1H, m), 3. 05-3. 12 (1H 
, ra) , 3. 40 (1H, dd, J=2. 4, 12. 0Hz) , 3. 77 (1H, dd, J=10. 0, 12. 4Hz) , 3. 88 (1H, dd, J=6. 8, 
12. OHz) , 4. 94 (1H, br) , 5. 14 (2H, s) , 6. 87 (2H, d, J=12. 4Hz) , 7. 46 (2H, d, J=l 1. 6Hz) , 7 
. 72 (2H, s) , 8. 75 (1H, br) , 9. 23 (1H, br) , 9. 80 (1H, br) . 
Mffiffl 79 

l-(3,5-S?-% 3 7±Az±± Kp^^-7x=;1/)-2-(2-^ $ / -3-^ y/P 




H 3 C CH 3 



lH-NMR(DMS0-d6) 5 : 

0. 92 (3H, t, J=6. 8Hz) , 0. 98 (3H, d, J=6. 4Hz) , 1. 04 (3H, d, J=6. 4Hz) , 1. 23-1. 42 (3H, m) 
, 1. 42 (18H, s) , 2. 20-2. 36 (2H, ra) , 2. 73 (1H, brs) , 3. 30 (1H, d, J=l 1. 2Hz) , 3. 60 (1H, m) 
, 3. 79 (1H, dd, J=8. 0, 10. 4Hz) , 5. 16 (1H, d, J=18. 4Hz) , 5. 22 (1H, d, J=18. 4Hz) , 7. 74 (2 
H, s) , 8. 05 (1H, brs) , 8. 80 (1H, brs) , 9. 10 (1H, brs) . 
HJSfll 80 

l-(3,5-S?-% 3 7^7W4rfc pP^S/-7x=;l/)-2-(2-^f ^ /-3->f V^P ^ 
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H 3 C CKj 



lH-NMR(DMSO-d6) 6 : 

0. 92 (3H, t, J=7. 2Hz) , 1. 05 (3H, d, J=6. 8Hz) ,1.11 (3H, d, J=6. 8Hz) , 1. 23-1. 34 (2H, m) 
, 1. 42 (18H, s) , 1. 55 (1H, m) , 2. 20-2. 36 (2H, m) , 2. 17 (1H, m) , 2. 68 (1H, m) , 2. 96 (1H, dd 
, J=3. 2, 8. 8Hz) , 3. 44(lH, t, J=10. OHz) , 3. 55-3. 64 (2H, m) , 5. 18 (1H, d, J=18. OHz) , 5. 
24 (1H, d, J=18. OHz) , 7. 75 (2H, s) , 8. 04 (1H, brs) , 8. 86 (1H, brs) , 8. 96 (1H, brs) . 

MMM 81 

y fv-irj ^;-4-yp hvv-b°n y s?>-w aO-i-o, s-v-m 3 

NH.HBr H3C CHj 




H 3 C CH 3 



lH-NMR(DMS0-d6) 5 : 

0. 85 (3H, t, J=7. 2Hz) , 1. 20-1. 55 (4H, m) , 1. 41 (18H, s) , 3. 49 (1H, d, J=10. 6Hz) , 3. 70- 
3. 80 (1H, ra) , 3. 90 (1H, dd, J=10. 6, 6. 8Hz) , 5. 27 (1H, d, J=18. OHz) , 5. 34 (1H, d, J=18. 0 
Hz) , 7. 46 (1H, dd, J=7. 2, 7. 2Hz) , 7. 52 (2H, t, J=7. 2Hz) , 7. 59 (2H, t, J=7. 2Hz) , 7. 64 (l 
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H, brs),7.75(2H, s). 
MlfoM 82 




lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 1. 83 (1H, m) , 1. 97 (1H, m) , 2. 71 (1H, t, J=12. OHz) , 3. 15 (3H, s) , 3. 36 (2H 
, m) , 3. 52 (2H, m) , 4. 04 (1H, m) , 5. 08 (1H, d, J=17. 6Hz) , 5. 20 (1H, d, J=17. 6Hz) , 7. 25-7 
. 40 (5H, m) , 7. 76 (2H, s) , 8. 05 (1H, s) , 8. 99 (1H, s) , 9. 40 ( 1H, s) . 

MMM 83 

4-^>^Wl-[2-(3.5-SHB 3 ^fTM^ pP^$/-7x=;l/)-2-t^y-xf 




H 3 C CH 3 



lH-NMR(DMS0-d6) 5 : 
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1. 42 (18H, s), 1. 77 (1HX0. 5, td, J=4. 4, 13. 6Hz) , 1. 96 (1HX0. 5, m) , 2. 17 (1HX0. 5, m) , 2 
. 45 (1HX0. 5, m) , 2. 75 (1H, m) , 3. 27 (1H, m) , 3. 55 (1H, m) , 4. 38 (1HX0. 5, dd, J=4. 4, 9. 2H 
z) , 4. 44 (1HX0. 5, dd, J=4. 8, 8. 4Hz) , 4. 95 (1H, d, J=18. 8Hz) , 5. 30 (1HX0, 5, d, J=18. 8H 
z) , 5. 32 (1HX0. 5, d, J=18. 8Hz) , 7. 20-7. 40 (5H, m) , 7. 46 (1HX0. 5, s) , 7. 66 (1HX0. 5, s) 
, 7. 73 (2HX0. 5, s) , 7. 74 (2HX0. 5, s) , 8. 06 (1H, s) , 9. 17 (1HX0. 5, s) , 9. 19 (1HX0. 5, s) , 
9. 60 (1HX0. 5, s) , 9. 62 (1HX0. 5, s) . 
MMM 84 

(4- {1- [2- (3, 5-SMB 3 :/5vW4- fc K p ± kzZ * -M -2-** y-^/W] -2-4 
^ J -4r7 p gVw bf p V i? jVJ- ^-M -7i=;v)-^ /w^ ^ >>fife fg 3 rf^- 




H,C CH 3 

lH-NMR(DMS0-d6) 6 : 

0. 67 (3H, t, J=6. 8Hz) , 1. 12-1. 50 (4H, m) , 1. 40 (18H, s) , 1. 46 (9H, s) , 2. 06-2. 14 (1H, m 
) , 2. 72-2. 82 (1H, 111) , 2. 97-3. 11 (2H, m) , 3. 18-3. 26 (1H, m) , 3. 71-3. 84 (1H, m) , 5. 14 (2 
H, s) , 7. 18 (2H, d, J=8. 2Hz) , 7. 41 (2H, d, J=8. 2Hz) , 7. 71 (2H, s) , 9. 35 (2H, s) . 
MS:m/e(ESI)578. 3(MH+) 

mmm 85 

2-[3-(4-T §: /-^^i^/U)-2-4 5 7-4-7^ h'/U-M'u ]} *?^-W/H-l-(3. 5- 
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lH-NMR(DMS0-d6) 8 : 

0. 64 (3H, t, J=7. 2Hz) , 0. 85-1. 30 (4H, m) , 1. 40 (18H, s) , 2. 04-2. 13 (1H, ra) , 2. 85 (1H, d 
d, J=10. 6Hz. J=12. 8Hz) , 3. 06-3. 12 (1H, m) , 3. 18-3. 28 (2H, m) , 3. 83 (1H, dd, J=7. 6Hz. 
J=10. 6Hz) , , 5. 22 (2H, s) , 7. 29 (2H, d, J=8. 4Hz) , 7. 41 (2H, d, J=8. 4Hz) , 7. 73 (2H, s) , 8 
.05(lH,s),9. 73 (1H, s). 
MS:m/e(ESI)478. 2(MH+) 
MMM 86 

N-(4-{l-C2-(3,5-^-j3^f;M-b Kn y-^^]- 2 - 




H 3 C CH3 

lH-NMR(DMS0-d6) 5 : 

0. 65 (3H, t, J=7. 2Hz) , 0. 90-1. 30 (4H, ra) , 1. 40 (18H,.s) , 2. 02 (3H, s) , 2. 06-2. 16 (1H, ra 
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) , 2. 74-2. 82 (1H, m) , 3. 00-3. 18 (2H, m) , 3. 20-3. 26 (1H, ra) , 3. 73-3. 82 (1H, ra) , 5. 13 (2 
H, s) , 7. 23 (2H, d, J=8. 6Hz) , 7. 54 (2H, d, J=8. 6Hz) , 7. 72 (2H, s) . 
MS:ra/e(ESI)520. 3(MH+) 

mmm 87 

5 l-(3, 5-^-11 3 -f^sV-l-t Yn^-y-y ^^M-2-(Z-^( ^ /-4-7°P t°/U-3-h° 




H 3 C CH 3 

lH-NMR(DMS0-d6) 5 : 

0. 89 (3H, t, J=6. 0Hz) , 1. 34-1. 40 (5H, m) , 1. 40 (18H, s) , 3. 50 (2H, d, J=10. 0Hz) , 5. 30 ( 
10 1H, s) . 7. 42 (1H, d, J=8. 0Hz) , 7. 60 (1H, s) . 7. 71 (2H, s) , 7. 92 (1H, t, J=8. 0Hz) , 8. 73 (1 
H,d, J=8. 0Hz). 
MS:ra/e(ESI)462.2(MH+) 

mmm ss 

5-{l-[2-(3, 3 :/5vW4-fc K p x -2-t ^ y-xf -2->f 
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lH-NMR(DMS0-d6) 8 : 

0. 93 (3H, t, J=6. 0Hz), 1. 35-1. 60(5H,m), 1. 40(18H, s), 3. 54 (2H, d, J=10. 0Hz), 3. 85 ( 
3H. s) , 5. 28 (1H, s) , 7. 47 (1H, d, J=4. 5Hz) , 7. 73 (2H, s) , 7. 86 (1H, s) , 7. 88 (1H, d, J=4. 
5Hz). 
I»J 89 

l-(3,5-S?-% 3 y^;W4-b h f n^-y--7 zn^/U)-2-[(3SAS)-2-y( * /-3-(2-* 




H 3 C CH 3 

lH-NMR(DMS0-d6) 5 : 

0. 84(3H, t, J=7. 2Hz) , 1. 20-1. 32 (2H, m) , 1. 44 (18H, s), 1. 40-1. 56 (2H, m) , 2. 42 (1H, m 
) , 3. 41 (1H, dd, J=6. 4, 10. 8Hz) , 3. 86 (3H, s) , 3. 86 (1H, m) , 4. 24 (1H, d, J=7. 2Hz) , 5. 28 
(2H, s), 7. 03 (1H, t, J=7. 6Hz), 7. 10 (1H, d, J=7. 6Hz), 7. 37 (1H, d, J=7. 6Hz), 7. 78 (2H, 
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s) , 8. 06 (1H, brs) , 8. 83 (1H, brs) , 8. 87 (1H, brs) . 




lH-NMR(DMS0-d6) 5 : 

0. 86 (3H, t, J=7. 2Hz) , 1. 10-1. 50 (4H, m) , 1. 29 (18H, s) , 3. 30-3. 38 (1H, m) , 3. 39-3. 46 
(1H, m) , 3. 56-3. 65 (1H, m) , 3. 81 (3H, s) , 4. 88 (1H, d, J=17. 2Hz) , 4. 95 (1H, d, J=17. 2Hz 
) , 7. 07 (2H, d, J=8. 8Hz) , 7. 34 (2H, br) ,7.51 (1H, s) , 7. 52 (2H, d, J=8. 8Hz) . 
MS:m/e(ESI)491. 2(MH+) 



1- (3, B-i?-n 3 -ff-;V-A- ^JjP±^zZ^ BZk) "2- f 2->T § / -3- (2-^f y 7° g ag 
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CH, 



H 3 C CH3 




lH-NMR(DMS0-d6) 5 : 

0. 74 (3H, t, J=7. 2Hz) , 1. 10-1. 50 (4H, m) , 1. 30 (6H, t, J=6. 0Hz) ,1.41 (18H, s) , 3. 42 (1 
H, dd, J=2. 0Hz, J=ll. 2Hz) , 3. 58-3. 69 (1H, tn) , 3. 87 (1H, dd, J=7. 6Hz, J=ll. 2Hz) , 4. 66 
-4. 76 (1H, m), 5. 28 (1H, d, J=18. 4Hz), 5. 34 (1H, d, J=18. 4Hz), 7. 01 (1H, t, J=7. 2Hz), 7 
. 14 (1H, d, J=8. OHz) , 7. 36-7. 44 (1H, m) , 7. 54 (1H, d, J=6. 8Hz) , 7. 76 (3H, s) , 8. 71 (1H, 
br),9. 34 (1H, br). 
MS:m/e(ESI)519. 2(MH+) 

l-(3, 5-^- fl 3 -f^-iV-ArM KDdrv^-^ J :-^)-2-r3-(2.4-v ? ^ Y*r*/-^-^*> 




H 3 C 



H 3 C CH 3 



lH-NMR(DMS0-d6) 5 
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0. 82 (3H, t, J=7. 2Hz) , 1. 20-1. 40 (4H, m) , 1. 41 (18H, s) , 3. 42 (1H, d, J=10. 4Hz) , 3. 80- 
3. 85 (1H, m) , 3. 55-3. 65 (1H, m) , 3. 83 (3H, s) , 3. 87 (3H, s) , 5. 23 (1H, d, J=18. 0Hz) , 5. 2 
9 (1H, d, J=18. 0Hz) , 6. 66 (1H, d, J=8. 8Hz) , 6. 67 (1H, s) , 7. 53 (1H, d, J=8. 8Hz) , 7. 70 (1 
H, s) , 7. 74 (2H, s) , 8. 54-8. 65 (1H, brs) , 9. 15-9. 22 (1H, brs) . 
MMM 93 

l-(3,5-V-m 3 y^/U-A-h Fpjr^-7i^;U)-2-[3-(2-k KP^ri/^f;W^ 




H 3 C CH 3 



lH-NMR(DMS0-d6) 5 : 

0. 58 (3H, t, J=7. 6Hz) , 0. 80-1. 35 (4H, m) , 1. 41 (18H, s), 2. 10-2. 20 (1H, m) , 2. 80 (1H, d 
d, J=12. 8, 12. 8Hz) , 3. 10-3. 40 (3H, m) , 3. 90 (1H, dd, J=10. 0, 7. 2Hz) , 4. 58 (2H, s) , 5. 1 
8 (2H, s) , 5. 10-5. 22 (1H, m) , 7. 20-7. 32 (3H, m) , 7. 40 (1H, dd, J=4. 8, 4. OHz) , 7. 73 (2H, 
s) , 8. 90-9. 00 (1H, brs) , 9. 25-9. 35 (1H, brs) . 
94 
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H 3 C CH3 

lH-NMR(DMS0-d6) 8 : 

0. 83 (3H, t, J=7. 6Hz) , 1. 16-1. 30 (2H, m) , 1. 43 (18H, s) , 1. 40-1. 55 (2H, m) , 2. 40 (1H, m 
) , 3. 43 (1H, dd, J=8. 8, 10. 4Hz) , 3. 78 (3H, s) , 3. 88 (1H, dd, J=8. 4, 10. 4Hz) , 4. 08 (1H, d 
, J=7. 2Hz) , 5. 27 (2H, s) , 7. 02 (2H, d, J=8. 4Hz) , 7. 34 (2H, d, J=8. 4Hz) , 7. 77 (2H, s) , 8. 
07 (1H, brs) , 8. 73 (1H, brs) , 8. 92 (1H, brs) . 
MMM 95 

4-(3--<^v ? ;w-2-^ ^ 7-4-^0 tW-fc" a ]) ^y-H;^^^)-2,6-^ 3 ~7 
NH.HBr 




H 3 C CH 3 

1H-NMR (DMS0-d6) 5 : 

0. 62 (3H, t, J=7. 2Hz) , 0. 95 (2H, m) , 1. 1 1 (2H, m) , 1. 37 (18H, s) , 2. 06 (1H, m) , 2. 84 (1H, 
dd, J=8. 8Hz, 13. 2Hz) , 3. 05-3. 16 (3H, m) , 3. 55 (1H, dd, J=7. 6Hz, 11. 2Hz) , 4. 52 (1H, d, 
J=19. 2Hz) , 4. 55 (1H, d, J=19. 2Hz) , 6. 98 (2H, s) , 7. 22 (1H, s) , 7. 20-7. 35 (5H, m) , 9. 28 
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(1H, s),9. 46 (1H, s). 
%W\ 96 

;W4-fc KP^r->-^^=/v)-^jry i/ 0-*3-fr-*3ri/J*l$$;fc7kmMm. 




H 3 C H 3 C CH 3 



lH-NMR(DMS0-d6) 8 : 

0. 43 (3H, t, J=6. 8Hz) , 0. 55-0. 80 (4H, m) , 1. 38 (18H, s) , 1. 81 (1H, ra) , 2, 41 (1H, m) , 2. 7 
7 (1H, m) , 2. 84 (1H, m) , 2. 99 (1H, dd, J=3. 6, 12. 8Hz) , 3. 28 (1H, m) , 3. 55 (1H, dd, J=7. 2, 
10. 8Hz) , 3. 94 (3H, s) , 4. 71 (1H, d, J=16. 4Hz) , 4. 83 (1H, d, J=16. 4Hz) , 7. 15-7. 35 (7H, 
10 m), 7.41(lH,s),9.34(lH,s),9.69(lH,s). 
MMM 97 

l-(3 ( 3 y^/W4-t: Vu*i/-7^=.M-2-[2-J K /-3-(4-^ J-jV-^y 




H3C CH 3 
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lH-NMR(DMS0-d6) 6 : 

0. 86 (3H, t, J=7. 2Hz), 1. 20-1. 60 (4H, in), 1. 41 (18H, s), 2. 36 (3H, s), 3. 49 (1H, d, J=10 
. 6Hz) , 3. 68-3. 76 (1H, m) , 3. 89 (1H, dd, J=6. 8Hz, J=10. 6Hz) , 5. 28 (1H, d, J=18. 4Hz) , 5 
. 34 (1H, d, J=18. 4Hz) , 7. 34 (2H, d, J=8. 2Hz) , 7. 49 (2H, d, J=8. 2Hz) , 7. 61 (1H, s) , 7. 75 
(2H, s) , 8. 07 (1H, s) , 8. 76 (1H, s) , 9. 21 (1H, s) . 
MS:m/e(ESI)475. 3(MH+) 

mmm 98 

1- (3, 3 ^f;H- Kp^tWx ~M -2- [2-4 $ J -3- U-4 y y° g 




H3C CH3 

lH-NMR(DMS0-d6) 8 : 

0. 88 (3H, t, J=7. 2Hz) , 1. 20-1. 60 (4H, m) , 1. 27 (3H, d, J=2. 2Hz) , L 29 (3H, d, J=2. 2Hz) 
, 1. 41 (18H, s) , 3. 48 (1H, d, J=10. 8Hz) , 3. 63-3. 70 (1H, m) , 3. 87 (1H, dd, J=6. 8Hz, J=10 
.8Hz), 

4. 67-4. 76 (1H, m) , 5. 26 (1H, d, J=18. 6Hz) , 5. 33 (1H, d, J=18. 6Hz) , 7. 06 (2H, d, J=8. 8H 
z) , 7. 52 (2H, d, J=8. 8Hz) , 7. 57 (1H, s) , 7. 75 (2H, s) , 8. 06 (1H, s) , 8. 69 (1H, s) , 9. 15 (1 
H, s). 

MS:m/e(ESI)]519.4(MH+) 
H»J 99 

l-(3, 3 y^/W4-fc Kp *~A<)-2-[2-4 * /-3-(4-~ v—O 
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H 3 C CH3 

lH-NMR(DMS0-d6) 5 ': 

0. 83 (3H, t, J=7. 2Hz), 1. 00-1. 50 (4H, ra), 1. 40(18H, s), 3. 52 (1H, d, J=ll. 2Hz), 3. 75- 
3. 83 (1H, m) , 3. 93 (1H, dd, J=U. 2, 6. 8Hz) , 5. 20-5. 35 (2H, m) , 7. 71 (2H, s) , 7. 74 (1H, s 
) , 7. 83 (2H, d, J=8. 8Hz) , 8. 34 (2H, d, J=8. 8Hz) . 
MMM 100 

l-(3, 5-i?-M 3 ^f/M-t: KP=3ry/-7x^)-2-[2-f ^ 7~3-(4-^ J-)V-^s 



h 3 c 




lH-NMR(DMS0-d6) S : 

1. 41 (18H, s) , 2. 36 (3H, s) , 3. 18-3. 28 (2H, m) , 3. 73-3. 80 (2H, m) , 5. 29 (2H, s) , 7. 33 (2 
H, d, J=8. 0Hz) , 7. 43 (2H, d, J=8. 0Hz) , 7. 62 (1H, s) , 7. 73 (2H, s) . 

mum 101 
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3 ^/u-4-n \tu*js-7 ^=ia,)-^# ; >-;^7kmmm 




lH-NMR(DMS0-d6) 8 : 

0. 67 (3H, t, J=7. 2Hz) , 0. 96-1. 25 (2H, m) , 1. 16 (3H, t, J=7. 2Hz) , 1. 30 (2H, q, J=7. 2Hz) 
, 1. 43 (18H, s), 2. 09 (1H, dd, J=7. 2Hz, 13. 2Hz), 2. 82 (1H, dd, J=10. 8Hz, 13. 6Hz), 3. 09 
(1H, dd, J=3. 6Hz, 13. 6Hz) , 3. 25 (1H, d, J=ll. 2Hz) , 3. 43 (1H, m) , 3. 52 (1H, in) , 3. 93 (1H 
, dd, J=6. 8Hz, 11. 2Hz), 5. 16 (lh, d, J=18. 4Hz) , 5. 21 (1H, d, J=18. 4Hz), 7. 25-7. 45 (5H 
, m) , 7. 76 (2H, s) , 8. 08 (1H, s) , 8. 94 (1H, s) . 

nmm 102 

/I^]-l-(3, 5-i?-m 3 ^±A^±± Kpjr>/-7x=;V)-xjr y JltokjjfM 



151 



WO 02/085850 



PCT/JP02/03949 



H— Br 




lH-NMR(DMSO-d6) 8 : 

0. 64 (3H, t, J=7. 2Hz) , 0. 96-1. 22 (2H, m) , 1. 31 (2H, q, J=7. 2Hz) , 1. 43 (18H, s) , 2. 09 (1 
H, dd, J=7. 2Hz, 13. 2Hz) , 2. 81 (1H, dd, J=12. OHz, 13. 6Hz) , 3. 14 (1H, dd, J=3. 6Hz, 13. 6 
Hz) , 3. 27 (1H, d, J=ll. 2Hz) , 3. 35-3. 60 (5H, m) , 3. 97 (1H, dd, J=6. 8Hz, 10. 8Hz), 5. 02 ( 
1H, t, J=4. 8Hz) , 5. 20 (lh, d, J=18. 4Hz) , 5. 27 (1H, d, J=18. 4Hz) , 7. 25-7. 45 (5H, m) , 7. 
77 (2H, s) , 8. 08 (1H, s) , 9. 04 (1H, s) . 
H»J 103 

2-[3-^^v ? /l^-2-(2-^ h^rV-xf/V/f ^ /)-4-7°P V v^-W 



H-Br 
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lH-NMR(DMS0-d6) 5 : 

0. 66 (3H, t, J=7. 2Hz), 0. 96-1. 06 (1H, m), 1. 10-1. 23 (1H, m), 1. 31 (2H, q, J=7. 2Hz), 1. 
43 (18H, s) , 2. 09 (1H, m) , 2. 82 (1H, dd, J=10. 4Hz, 13. 6Hz) , 3. 14 (1H, dd, J=4. OHz, 13. 6 
Hz) , 3. 27 (1H, d, J=10. 8Hz) , 3. 28 (3H, s) , 3. 35-3. 65 (5H, m) , 3. 96 (1H, dd, J=6. 8Hz, 10 
. 8Hz) , 5. 20 (lh, d, J=18. 4Hz) , 5. 26 (1H, d, J=18. 4Hz) , 7. 25-7. 45 (5H, m) , 7. 77 (2H, s) 
,8. 08 (1H, s),9. 14 (1H, s). 
MM&l 104 

[l-[2-(3,5-^-ai3^/W4-t: KP#V-7x=^)-Wy-xf^]-4-(l: K 




lH-NMR(DMS0-d6) 5 : 

1. 46(18H, s) , 2. 32 (1H, dd, J=18, 9Hz), 2. 36 (1H, dd, J=18, 10Hz), 2. 90 (1H, t, J=8Hz), 
3. 04 (1H, ra) , 3. 18 (1H, dd, J=10, 8Hz) , 3. 45 (3H, s) , 3. 77 (1H, dd, J=10, 9Hz) , 5. 01 (1H, 
d, J=9Hz) , 5. 34 (1H, d, J=18Hz) , 5. 76 (1H, d, J=18Hz) , 5. 85 (1H, s) , 7. 27-7. 43 (5H, m) , 
7. 87 (2H, s) , 8. 75 (1H, s) , 9. 80 (1H, s) . 
MS:m/e(ESI)509.4(MH+) 
MMffl 105 

4-{l-[2-(3.5-SHB 3 ^/W4-t Kp »V-7x=^)-2-^ jry-xf^]-2->f 



153 



WO 02/085850 



PCT/JP02/03949 




lH-NMR(DMS0-d6) 5 : 

0. 63 (3H, t, J=7. 2Hz) , 0. 80-1. 30 (4H, m) , 1. 38 (18H, s) , 2. 05-2. 16 (1H, m) , 2. 96 (1H, d 
d, J=12. 8, 10. 0Hz) , 3. 07-3. 12 (1H, m) , 3. 20-3. 35 (2H, m) , 3. 83 (1H, dd, J=10. 0, 7. 2Hz 
) , 5. 09 (2H, s) , 7. 56 (2H, d, J=8. 4Hz) , 7. 66 (2H, s) , 7. 84 (2H, d, J=8. 4Hz) . 

mum 106 

l-(3, 5-iME 3 -f^/U-A-H Kp^V-7a=A/)-2-[H 5 7~3-(3-p< h*i/—< 




H£ CH3 

lH-NMR(DMS0-d6) 8 : 

0. 85 (3H, t, J=7. 2Hz), 1. 20-1. 58 (4H, m), 1. 41 (18H, s), 3. 49 (1H, d, J=ll. 2Hz), 3. 70- 
3. 80 (1H, m) , 3. 81 (3H, s) , 3. 89 (1H, dd, J=l 1. 2, 7. 2Hz) , 5. 25 (1H, d, J=18. 4Hz) , 5. 32 ( 
1H, d, J=18. 4Hz) , 7. 05 (1H, dd, J=8. 6, 2. 0Hz) , 7. 09 (1H, brs) , 7. 16 (1H, dd, J=8. 6, 1. 2 
Hz) , 7. 44 (1H, dd, J=8. 6, 8. 6Hz) , 7. 59 (1H, s) , 7. 72 (2H, s) . 
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mmw 107 

4-{3- [2- (3, 5-i?-f& 3 7*^/U-4-\z K g ^ a. -M -2-** 




lH-NMR(DMS0-d6) 6 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 20-1. 50 (4H, m) , 1. 41 (18H, s) , 3. 51 (1H, d, J=10. 6Hz) , 3. 75- 
3. 84 (1H, m) , 3. 87 (3H, s) , 3. 92 (1H, dd, J=6. 8Hz, J=10. 6Hz) , 5. 31 (1H, d, J=18. 4Hz) , 5 
. 37 (1H, d, J=18. 4Hz) , 7. 73 (2H, d, J=8. 8Hz) , 7. 76 (2H, s) , 8. 07 (2H, d, J=8. 8Hz) , 8. 07 
10 (1H, s), 8.91 (lH.s), 9.35 (lH,s). 

MS:m/e(ESI)519. 4(MH+) 

mmm ios 

4-{l-[2-(3,5-v ? -M 3 •7 >s ^/k-4-b Rg *ri/-7x.=. )V)-2-isr^r 
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0 H 3 C 

lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz), 1. 22-1. 53 (4H, m), 1. 41 (18H, s), 3. 50 (1H, d, J=10. 6Hz), 3. 74- 
3. 83 (1H, m) , 3. 91 (1H, dd, J=6. 4Hz, J=10. 6Hz) , 5. 31 (1H, d, J=18. 6Hz) , 5. 38 (1H, d, J= 
18. 6Hz) , 7. 70 (2H, d, J=8. 4Hz) , 7. 75 (2H, s) , 7. 79 (1H, s) , 8. 04 (2H, d, J=8. 4Hz) . 
MS:m/e(ESI)505.4(MH+) 
MMffl 109 

1- (3, 5-i?-$& 3 :/9vW4- b K p =fr *s-7 x. ~M -2- l2-j ^ / -3- (6-^ <5-;V- D 




H3C 

1H-NMR (DMS0-d6) 5 : 

0. 90 (3H, t, J=7. 2Hz) , 1. 20-1. 80 (4H, m) , 1. 41 (18H, s) , 2. 53 (3H, s) , 3. 51 (1H, d, J=10 
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. 8Hz) , 3. 88 (1H, dd, J=6. 4Hz, J=10. 8Hz) , 4. 04-4. 12 (1H, m) , 5. 29 (1H, d, J=18. 4Hz) , 5 
. 36 (1H, d, J=18. 4Hz) , 7. 30 (1H, d, J=7. 8Hz) , 7. 33 (1H, d, J=7. 8Hz) , 7. 60 (1H, d, J=l. 6 
Hz) , 7. 75 (2H, s) , 7. 81 (1H, t, J=7. 8Hz) , 8. 85 (1H, s) , 9. 30 (1H, s) . 
MS:m/e(ESI)476. 3(MH+) 
5 MMM 110 

l-(3,6-^-fg3^/W4-fc Kn^$/-7x^)-2-[2-^ $ /-3-(2-pt h±*±^ 




lH-NMR(DMS0-d6) 5 : 

10 0. 76 (3H, t, J=7. 2Hz) , 1. 15-1. 48 (4H, ra) , 1. 41 (18H, s) , 3. 40-3. 45 (2H, m) , 3. 80-3. 90 
(1H, m) , 3. 87 (3H, s) , 5. 23 (1H, d, J=18. 4Hz) , 5. 29 (1H, d, J=18. 4Hz) , 7. 05 (1H, dd, J=8 
. 0, 8. 0Hz) , 7. 14 (1H, d, J=8. 4Hz) , 7. 45 (1H, dd, J=8. 4, 8. OHz) , 7. 56 (1H, d, J=8. 0Hz) , 
7.72(2H, s),7. 77(lH,s). 

15 4-(3-^v7V-2--< § /-4-7°p bVwtf p U S?y-K^)-3-(3, 5-y^-fg 3 ^ 
/W4-fc Kpjr^-7x^)-7'f-2-xy^ p^ijfcRffi 
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lH-NMR(DMS0-d6) 5 : 

0. 39 (3H, t, J=6. 8Hz) , 0. 45-0. 70 (2H, m) , 1. 30-1. 50 (20H, m) , 1. 81 (1H, ra) , 2. 45 (1H, m 
) , 2. 80 (2H, m) , 3. 00 (1H, m) , 3. 57 (1H, m) , 4. 71 (1H, d, J=16. 4Hz) , 5. 27 (1H, d, J=16. 4H 
z) , 6. 22 (1H, s) , 7. 15-7. 35 (7H, m) , 7. 59 (1H, s) , 9. 77 (1H, s) , 9. 93 (1H, s) . 
Uli 112 




lH-NMR(DMS0-d6) 5 : 

0. 49 (3H, t, J=6. 8Hz) , 0. 50-0. 85 (4H, m), 1. 40 (18H, s), 1. 93 (1H, m) , 2. 88 (1H, m), 3. 0 
2 (2H, m) , 3. 60 (1H, m) , 4. 62 (1H, d, J=17. 6Hz) , 4. 91 (1H, d, J=17. 6Hz) , 5. 73 (1H, s) , 7. 



158 



WO 02/085850 



PCT/JP02/03949 



20-7. 40 (7H, ra) , 7. 59 (1H, s) , 9. 55 (1H, s) , 9. 81 (1H, s) . 
MMM 113 

N-{3-^>-v ; /Wl-C2-(3, 5-^-^3 Kn^V-7x^)-2-^y-x 




lH-NMR(DMS0-d6) 8 : 

0. 61 (3H, t, J=7. 2Hz) , 0. 88-1. 30 (4H, ra) , 1. 42 (18H, s) , 2. 03 (1H, q, J=7. 2Hz) , 2. 64 (1 
H, dd, J=ll. 2Hz, 12. 8Hz), 3. 08 (1H, d, J=ll. 2Hz), 3. 35 (1H, m), 3. 48 (d, J=ll. 2Hz), 3. 
75 (1H, dd, J=7. 2Hz, 11. 2Hz) , 4. 91 (1H, d, J=17. 6Hz) , 4. 96 (1H, d, J=17. 6Hz) , 7. 20-7. 
35 (5H, m) , 7. 77 (2H, s) , 7. 98 (1H, s) . 
MMM 114 

1- (3, 5-^-M 3 ~? 1: Kp^-7x ~M -2- (2-^f 5 / -4-7" n £VP-3- tf 
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H3C 



H 3 C CH3 



CH 3 



lH-NMR(DMS0-d6) 8 : 

0. 90 (3H, s) , 1. 29-1. 38 (2H, m), 11. 47 (18H, s) , 1. 59-1. 66 (2H, m) , 2. 63 (1H, hex, J=8H 
z) , 3. 62 (1H, dd, J=l 1, 8Hz) , 4. 01 (1H, dd, J=ll, 8Hz) , 4. 30 (1H, d, J=8Hz) , 5. 25 (2H, s) 
, 7. 57 (1H, ddd, J=8, 5, 1Hz) , 7. 91 (2H, s) , 8. 00 (1H, dt, J=8, 1Hz) , 8. 59 (1H, dd, J=5, 1H 
z),8. 66 (lH.br. d, J=lHz). 
MS:m/e(ESI)450. 3(MH+) 

MMM lis 

l-(3.5-$MS 3 *7±A^±± Kp^^-7j=;1/)-2-(2-^ $ J-4r~fxi 




lH-NMR(DMS0-d6) 8 : 

0. 89 (3H, t, J=7Hz) , 1. 23-1. 35 (3H, m) , 1. 47 (18H, s) , 1. 62-1. 73 (1H, m) , 2. 75-2. 84 (l 
H, m) , 3. 64 (1H, t, J=10Hz) , 3. 81 (1H, dd, J=10, 8Hz) , 4. 37 (1H, d, J=10Hz) , 5. 56 (1H, d, 
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J=19Hz) , 5. 86 (1H, s) , 6. 06 (1H, d, J=19Hz) , 6. 35 (1H, s) , 7. 08 (1H, dd, J=10, 8Hz) , 7. 1 
8 (1H, dd, J=8, 2Hz) , 7. 39 (1H, dd, J=5, 2Hz) , 7. 92 (2H, s) , 10. 83 (1H, s) . 
MS:ra/e(ESI)455. 3(MH+) 
MWl 116 

4-{l-[2-(3,5-> ? -m 3 :/fvW4-b Kn^jX-^^^/^^-^-^y-j:^]^-^ 




lH-NMR(DMS0-d6) 6 : 

0. 85 (3H, t, J=7. 2Hz) , 1. 20-1. 53 (4H, in), 1. 41 (18H, s) , 2. 91 (3H, s) , 2. 99 (3H, s) , 3. 5 
0(1H, d, J=10. 4Hz), 3. 72-3. 79(lH,m), 3. 91 (1H, dd, J=7. 2Hz, J=10. 4Hz), 5. 28 (1H, d, 
J=18. 2Hz) , 5. 35 (1H, d, J=18. 2Hz) , 7. 54 (2H, d, J=8. 4Hz) , 7. 63 (2H, d, J=8. 4Hz) , 7. 65 
(1H, s) , 7. 76 (2H, s) , 8. 08 (1H, s) , 8. 82 (1H, s) , 9. 28 (1H, s) . 
MS:m/e(ESI)532.4(MH+) 
H«J 117 

l-(3.5-SHB 3 ^f/H-t KPfrv--7;c^)-2-[2-^$/-3-(3-^y7 P g7K 
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lH-NMR(DMS0-d6) 5 : 

0. 85 (3H, t, J=6. 8Hz) , 1. 20-1. 30 (6H, m) , 1. 20-1. 50 (4H, tn) , 1. 41 (18H, s) , 3. 49 (1H, d 
, J=ll. OHz) , 3. 70-3. 78 (1H, m) , 3. 88 (1H, dd, J=ll. 0, 6. 8Hz) , 4. 60-4. 70 (1H, m) , 5. 25 
5 (1H, d, J=18. OHz) , 5. 32 (1H, d, J=18. OHz) , 7. 03 (1H, d, J=8. 8Hz) , 7. 06 (1H, brs) , 7. 12 

(1H, d, J=7. 2Hz) , 7. 42 (1H, dd, J=8. 8, 7. 2Hz) , 7. 58 (1H, s) , 7. 73 (2H, s) . 

mmm us 

(3-^<y^;l/-l-[2-(3, 3 ;v-4-b Kp **y-7 ^~)V)-2-jr^V-aL^- 
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lH-NMR(DMS0-d6) 5 : 

0. 65 (3H, t, J=7. 2Hz) , 0. 92-1. 40 (4H, m) , 1. 43 (18H, s) , 1. 45 (9H, s) , 2. 10 (1H, q, J=7. 
2Hz) , 2. 79 (1H, dd, J=ll, 2Hz, 13. 6Hz) , 3. 05 (1H, dd, J=4. 4Hz, 13. 6Hz) , 3. 29 (1H, m) , 3 
. 36 (1H, m) , 3. 94 (1H, dd, J=6. OHz, 11. 2Hz) , 4. 28 (2H, s) , 5. 22 (1H, d, J=18. 4Hz) , 5. 27 
5 (1H, d, J=18. 4Hz) , 7. 25-7. 50 (5H, m) , 7. 76 (2H, s) . 

MMM 119 

2-[3-^<^v ? /l^-4-7 P P bVW2-(2, 2. 2- h ]) y ^ J )-h°P V 

-W;H-i-(3, 3 2l±2kz±± Kp^-7»s/H-i» i y,m\^mk 




10 

lH-NMR(DMSO-d6) 5 : 

0. 85 (3HX0. 5, t, J=7Hz) , 0. 89 (3HX0. 5, t, J=7Hz) , 1. 0-1. 5 (4H, m) , 1. 43 (18H, s) , 2. 07 
-2. 20 (1H, s) , 2. 80-2. 90 (1H, m) , 2. 95-2. 20 (1H, m) , 3. 20-3. 40 (2H, m) , 3. 80 (1H, m) , 4 
. 40-4. 80 (2H, m), 4. 85 (1HX0. 5, d, J=18Hz) , 5. 18 (1HX0. 5, d, J=18Hz) , 5, 22 (1HX0. 5, d 
15 , J=18Hz) , 5. 41 (1HX0. 5, d, J=18Hz) , 7. 25-7. 50 (5H, m) , 7. 70 (2HX0. 5, s) , 7. 75 (2HX0. 
5, s) , 8. 10 (1HX0. 5, s) , 8. 12 (1HX0. 5, s) , 10. 22 (1HX0. 5, s) , 10. 65 (1HX0. 5, s) . 

mmm 120 

{3-^Vv ? /V-l-[2-(3, 5-S?-% 3 ^M-t Kp **S-7 *.~>V)-2-jr*y-^ 
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lH-NMR(DMS0-d6) 5 : 

0. 66 (3H, t, J=7. 2Hz) , 0. 92-1. 40 (4H, m) , 1. 43 (18H, s) , 2. 09 (1H, q, J=7. 2Hz) , 2. 80 (1 
H, dd, J=ll, 2Hz, 13. 6Hz), 3. 07 (1H, dd, J=4. OHz, 13. 6Hz), 3. 31 (1H, m), 3. 39 (1H, m), 3 
. 95 (1H, dd, J=6. 4Hz, li. 2Hz) , 4. 22 (2H, m) , 5. 32 (2H, s) , 7. 25-7. 45 (5H, m) , 7. 70 (2H, 
s) , 8. 08 (1H, s) , 9. 62 (1H, s) , 13. 37 (1H, s) . 

mmw 121 

1-0,5-^-^3 -7?-/U-4r E KP^-7 3c=yi»)-2-[3-(fc: Kp^-7x-;M 




lH-NMR(DMS0-d6) 5 : 
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0. 59 (3H, t, J=7Hz) , 0. 64-0. 73 (1H, m) , 0. 88-1. 04 (3H, m) , 1. 47 (18H, s) . 2. 17 (1H, brs 
) , 3. 27-3. 33 (3H, m) , 3. 72-3. 81 (1H, s) , 4. 93 (1H, d, J=8Hz) , 5. 57 (1H, d, J=18Hz) , 5. 7 
3(1H, d, J=18Hz), 5. 87 (1H, s), 7. 29-7. 44 (5H, ra), 7. 90 (2H, s), 8. 43 (1H, s), 9. 87 (1H, 
s). 

MS:m/e(ESI)479. 3(MH+) 
MMM 122 

l-(3,5-SMB 3 g^7W4zt K u*i/--7 ol^A,) -2- (W § 7-4-7° Ptf/W3-fcT 




lH-NMR(DMS0-d6) 5 : 

0. 94 (3H, t, J=7Hz) , 1. 28-1. 40 (4H, m) , 1. 47 (18H, s) , 3. 04 ( 1H, m) , 3. 66 (1H, t, J=9Hz) 

, 3. 89 (1H, t, J=9Hz) , 4. 22 (1H, d, J=9Hz) , 5. 41 (1H, d, J=18Hz) , 5. 86 (1H, s) , 

6. 17 (1H, d, J=18Hz) , 7. 36 (1H, dd, J=8, 6Hz) , 7. 45 (1H, d, J=8Hz) , 7. 83 (1H, t, J=8Hz) , 

7. 93 (2H, s) , 8. 06 (1H, brs) , 8. 63 (1H, d, J=6Hz) , 10. 54 (1H, brs) . 

MS:m/e(ESI)450.3(MH+) 

mMM 123 

2-[(3S,4S)-3-(3-^pp-4-7 }-**S-7 ^~M-2-J 5 /-4-7°P g/Wgg V g£ 
y-l-<< )V\ -1- (3 , 5-i?-m 3 7">7W4- 1 KP^-7x =/V) - g J y ; jLf t^ft 
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lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 16-1. 30 (2H, m), 1. 43 (18H, s) , 1. 40-1. 55 (2H, m) , 2. 44 (1H, m 
) , 3. 44 (1H, dd, J=6. 8, 10. 8Hz) , 3. 89 (3H, s) , 3. 89 (1H, m) , 4. 15 (1H, d, J=8. 0Hz) , 5. 27 
(2H, s), 7. 24 (1H, d, J=8. 8Hz), 7. 38 (1H, dd, J=2. 0, 8. 8Hz), 7. 52 (1H, d, J=2. OHz), 7. 7 
7 (2H, s) , 8. 07 (1H, s) , 8. 78 (1H, brs) , 8. 93 (1H, brs) . 

mmm 124 

2-{3-^>-v^-l-[2-(3, 5-i?-m 3 7->/W4-b KP^-y-7x^)-2-t^y-x 




lH-NMR(DMSO-d6) 6 : 
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0. 64 (3H, t, J=7. 2Hz) , 0. 95-1. 40 (4H, m) , 1. 43 (18H, s) , 1. 45 (9H, s) , 2. 09 (1H, q, J=7. 
2Hz) , 2. 78 (1H, dd, J=U, 2Hz, 13. 6Hz) , 3. 08 (1H, dd, J=3. 6Hz, 13. 6Hz) , 3. 29 (2H, m) 3. 
98 (1H, dd, J=6. OHz, 10. 6Hz) , 4. 04 (2H, s) , 5. 22 (1H, d, J=18. 4Hz) , 5. 28 (1H, d, J=18. 4 
Hz) , 7. 25-7. 45 (5H, m) , 7. 67 (1H, s) , 7. 76 (2H, s) , 8. 07 (1H, s) , 9. 29 (1H, s) . 
5 MMM 125 

-w;p]-i-(3,5-^-m 3 y^/u-A-n kp^^-7x=^)-x^ i y,m^7kmm 




10 lH-NMR(DMS0-d6) 5 : 

0. 67 (3H, t, J=7Hz) , 0. 84-1. 33 (4H, m) , 1. 47 (18H, s) , 2. 20 (1H, in) , 3. 33 (1H, dd, J=10, 
6Hz), 3. 79 (1H, dd, J=10, 7Hz), 4. 13 (1H, d, J=7Hz), 5. 31 (1H, d, 16Hz), 5. 48 (1H, d, J=l 
6Hz) , 5. 54 (1H, d, J=18Hz) , 5. 85 (2H, s) , 5. 89 (1H, d, J=18Hz) , 6. 99 (1H, s) , 7. 13-7. 40 
(5H, ni) , 7. 42 (1H, s) , 7. 88 (2H, s) . 

15 MS:m/e(BSI)529.3(MH+) 
USSM 126 

l-(3.5-iMB 3 ^/W4-b KP=frv'-:7 J i~^)-2-[3-(3lW 5 ffV-/W4-^ 
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lH-NMR(DMS0-d6) 5 : 

0. 88 (3H, t, J=7Hz) , 1. 23-1. 33 (2H, m) , 1. 45 (18H, s) , 1. 48-1. 56 (1H, m) , 1. 60-1. 71 (1 
H, m) , 2. 80 (1H, m) , 3. 56 (1H, t, J=9Hz) , 3. 79 (1H, t, J=9Hz) , 4. 09 (1H, d, J=9Hz) , 5. 28 ( 
1H, d, J=18Hz) , 5. 86 (1H, brs) , 6. 02 (1H, d, J=18Hz) , 7. 02 (1H, s) , 7. 44 (1H, s) , 7. 88 (1 
H,s),9. 67(lH,brs). 
MS:ra/e(ESI)439.2(MH+) 
H»J 127 

N-(3-» 3 7*J-jV-2-t Kn=3ry--5-{2-C(3S.4R)-2-^ $ /-4r(2-* 
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lH-NMR(DMS0-d6) 8 : 

1. 38 (9H, s) , 1. 72-1. 82 (2H, m) , 2. 75-2. 87 (1H, m) , 3. 12 (3H, s) , 3. 15 (3H, s) , 3. 10-3. 
20 (2H, m) , 3. 30-3. 42 (1H, m) , 3. 34 (3H, s) , 3. 50 (1H, dd, J=10. 8, 6. 8Hz) , 3. 89 (1H, dd, 
J=10. 4, 8. OHz) , 4. 23 (1H, d, J=6. 8Hz) , 5. 24 (2H, s) , 7. 33-7. 54 (5H, m) , 7. 80 (1H, s) , 7 
. 91 (1H, s) , 8. 87 (1H, br s) , 8. 98 (1H, brs) , 10. 02 (1H, brs) . 
MS:m/e(ESI)516.3(MH+) 

mum 128 

N-(3-J^/V-2-b KP^->-5-{2-[(3S.4R)-2->f 5 /~4-(2-^ 
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lH-NMR(DMS0-d6) 5 : 

1. 19 (3H, t, J=6. 8Hz) , 1. 54 (9H, s) , 1. 74-1. 82 (2H, m) , 2. 78 (q, 2H, J=6. 8Hz) , 3. 09 (3H 
,s),3. 14(3H,s). 
MS:m/e(ESI)488. 2(MH+) 
MMM 129 

4-{l-[2-(3,5-v ; -fg 3 :/^-4-t Yn^^-y ^^/v)-2-^-^- y-^.=f- 

/H-(3S,4R)-2-^ 5 y-4-7°P tf/WtfP y zcj-;y^-r 




H 3 C 

lH-NMR(DMS0-d6) 5 : 

0. 82 (3H, t, J=7. 2Hz) , 1. 24 (2H, m) , 1. 33 (3H, t, J=7. 2Hz) , 1. 43 (18H, s) , 1. 53 (2H, m) , 
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2. 46 (1H, q, J=7. 2Hz) , 3. 48 (1H, dd, J=7. 2Hz, 10. 4Hz) , 3. 92 (1H, dd, J=8. OHz, 10. 8Hz) 
, 4. 31 (1H, m) , 4. 35 (2H, q, J=7. 2Hz) , 5. 30 (2H, s) , 7. 58 (2H, d, J=8. OHz) , 7. 78 (2H, s) , 
8. 03 (2H, d, J=8. OHz) , 8. 09 (1H, s) , 8. 90 (1H, s) , 8. 99 (1H, s) . 

HiSM 130 

2-((3S, 4^-4-^0-^;^^-^-^^ f-;V-2-y( 5: J -3-7 ^~;V- K'u V v^-W 
;v)-l-(3. 5-i?-m 3 t±2£±jt Kp^'>7x=;u)-x^ / ^;J»^7kgR^ 




lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 2. 69 (1H, m) , 3. 58 (3H, m) , 3. 97 (1H, dd, J=8. OHz, 11. 2Hz) , 4. 29 (1H, d, J 
=5. 2Hz) , 4. 53 (1H, d, J=17. 2Hz) , 4. 55 (1H, d, J=17. 2Hz) , 5. 27 (1H, d, J=18. 4Hz) , 5. 34 
(1H, d, J=18. 4Hz), 7. 30-7. 50(l0H,m), 7. 78 (2H, s), 8. 09 (1H, s), 8. 97 (1H, s), 9. 04(1 
H,s). 

%$m 131 

l-(3, 5-^-31 3 -7±M±jt KP^^-7a=/W)-2-((3S.4R)-4-b KP^f 
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OH 

lH-NMR(DMS0-d6) 5 : 

1. 44(18H, s) , 2. 46 (1H, m) , 3. 53 (3H, m) , 3. 92 (1H, dd, J=8. 0Hz, 11. 2Hz) , 4. 27 (1H, d, J 
=5. 2Hz) , 5. 12 (1H, t, J=5. 2Hz) , 5. 32 (2H, s) , 7. 35-7. 50 (5H, m) , 7. 79 (2H, s) , 8. 08 (1H 
5 ,s),8.95(lH, s),9.06(lH, s). 
MMM 132 

4-{l-[2-(3,5-v ? -M 3 -f^Ar-l-K KP»^-7x = ^t^y-xf 




lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 25 (2H, m) , 1. 43 (18H, s) , 1. 53 (2H, m) , 2. 45 (1H, m) , 2. 94 (3H, 
s) , 3. 00 (3H, s) , 3. 47 (1H, dd, J=6. 8Hz, 10. 4Hz) , 3. 92 (1H, dd, J=8. 4Hz, 10. 4Hz) , 4. 22 
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(1H, d, J=6. 8Hz) , 5. 30 (2H, s) , 7. 49 (4H, s) , 7. 78 (2H, s) , 8. 09 (1H, s) , 8. 90 (1H, s) , 8. 
96 (1H, s). 
MMffl 133 

4-{l-[2-(3,5-^-j| 3 Kp j f-v'-7i^;U)-2-t^y-xf 

^3-(3S,4R)-2-^ ^ /-4-yn fcVl/-h°P U v^-3-OH -gcS«g H 3 ggyl; 




lH-NMR(DMS0-d6) 6 : 

0. 82 (3H, t, J=7. 2Hz) , 1. 23 (2H, m) , 1. 43 (18H, s) , 1. 52 (2H, in) , 1. 56 (9H, s) , 2. 45 (1H, 
m) , 3. 47 (1H, dd, J=7. 6Hz, 10. 8Hz) , 3. 91 (1H, dd, J=8. 0Hz, 10. 8Hz) , 4. 29 (1H, d, J=7. 6 
Hz) , 5. 30 (2H, s) , 7. 55 (2H, d, J=8. 4Hz) , 7. 78 (2H, s) , 7. 97 (2H, d, J=8. 4Hz) , 8. 09 (1H, 
s),8. 84 (1H, s),8. 98(lH,s). 

mmm \u 

4-{l-[2-(3,5-v ? -^ 3 -ff-jV-A-\i Yn^y-y ^=.;V)-2-^^-y-^;V\-2-^ 
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H3C 



lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 25 (2H, m) , 1. 43 (18H, s) , 1. 53 (2H, m) , 1. 56 (9H, s) , 2. 46 (1H, 
m) , 3. 47 (1H, dd, J=7. 2Hz, 10. 8Hz) , 3. 92 (1H, dd, J=8. OHz, 10. 8Hz) , 4. 29 (1H, d, J=7. 2 
Hz) , 5. 32 (2H, s) , 7. 55 (2H, d, J=8. 4Hz) , 7. 78 (2H, s) , 8. 01 (2H, d, J=8. 4Hz) , 8. 05 (1H, 
s) , 8. 92 (1H, s) , 9. 06 (1H, s) , 13. 05 (1H, s) . 

mmm 135 

N-{3-g| 3 -y=f-7V-2-\l Fp^^-5-[2-(2-^ $ /-3-7j:=;IM-^p \fjV-\?u D 




lH-NMR(DMS0-d6) 5 : 

0. 80 (3H, t, J=7. 2Hz) , 1. 06-1. 54 (4H, m) , 1. 36 (9H, s) , 2. 10 (3H, s) , 2. 10-2. 45 (1H, ra) 
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, 3. 09 (3H, s) , 3. 88-3. 91 (1H, m) , 4. 14 (1H, d, J=7. 2Hz) , 4. 46 (2H, s) , 5. 25 (2H, s) , 7. 3 
2-7. 48 (5H, m) , 7. 80 (1H, d, J=2. 0Hz) , 7. 88 (1H, d, J=2. 0Hz) , 8. 85 (1H, s) . 

1- (3, 5-i?-m 3 1 Fn^y/-7x -2- (3- bJjE± ^ 7 -3- 



lH-NMR(DMS0-d6) 5 : 

0. 79(3H,t, J=7Hz), 1.08-1. 17(2H,m), 1.46(18H,s), 1. 47-1. 56 (2H,), 2. 61 (1H, td, J 
=9, 7Hz) , 3. 74 (1H, t, J=9Hz) , 3. 78 (1H, t, J=9Hz) , 5. 00 (1H, d, J=18Hz) , 5. 85 (1H, s) , 5 
. 91 (1H, s) , 6. 22 (1H, d, J=18Hz) , 7. 01 (1H, s) , 7. 33 (1H, t, J=8Hz) , 7. 40 (2H, t, J=8Hz) 
, 7. 55 (2H, d, J=8Hz) , 7. 88 (2H, s) , 9. 22 (1H, s) . 
MS:ra/e(ESI)465.2(MH+) 
137 

l-(3,5-S?-jB 3 y^/v-4-t: ^=-M-2-(2-4 g J -1-7 x-~;v-Z--f 




-CH3 
CH 3 



Ha 0 
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lH-NMR(DMS0-d6) 5 : 

0. 89 (3H, t, J=7. 6Hz) , 1. 32-1. 52 (2H, m), 1.43 (18H, s), 1. 75-1. 83 (2H, ra) , 3. 21 (1H, m 
) , 3. 57 (1H, ra) , 3. 64 (1H, m) , 4. 08 (1H, dd, J=8. 8, 10. 8Hz) , 5. 24 (2H, s) , 7. 31 (1H, m) , 7 
. 34-7. 44 (4H, m) , 7. 77 (2H, s) , 8. 07 (1H, s) , 8. 99 (1H, s) , 9. 23 (1H, s) . 

MMM 138 

1- (3, 5-i?-m 3 -f*5-)V-\- M Kp^-7x ~JV) -2- [ (3S, 4R) -3- (3- J. \>*j/-7 




lH-NMR(DMSO-d6) 5 : 

0. 84 (3H, t, J=7. 2Hz) , 1. 20-1. 32 (2H, m) , 1. 36 (3H, t, J=6. 8Hz) , 1. 44 (18H, s) , 1. 48-1 
. 58 (2H, ra) , 2. 44 (1H, m) , 3. 45 (1H, dd, J=6. 4, 10. OHz) , 3. 92 (1H, t, J=10. OHz) , 4. 02-4 
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. 14 (3H, m) , 5. 29 (2H, s) , 6. 91-7. 02 (3H, m) , 7. 36 (1H, t, J=8. 0Hz) , 7. 77 (2H, s) , 8. 07 ( 
lH,s),8. 83 (1H, s),8. 95 (1H, s). 
139 

N-(4-{l-[2-(3,5-v ? -m 3 y^jU-A-H Kp ^->-7i-;V)-2-t^y-xf 
/l^]-(3S t 4R)-2-W g /-4-yp b°;l/-fc'P V Vy-Z-j M-7 *.=./U)-T± h X $ 




lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=6. 8Hz) , 1.15-1. 30 (2H, m) , 1. 43 (18H, s) , 1. 36-1. 60 (2H, m) , 2. 06 (3H, s 
) , 2. 42 (1H, id) , 3. 43 (1H, dd, J=6. 8, 10. 4Hz) , 3. 89 (1H, dd, J=7. 6, 10. 4Hz) , 4. 08 (1H, d 
, J=7. 6Hz) , 5. 29 (2H, s) , 7. 32 (2H, d, J=8. 8Hz) , 7. 64 (2H, d, J=8. 8Hz) , 7. 77 (2H, s) , 8. 
07 (1H, brs) , 8. 78 (1H, s) , 8. 95 (1H, brs) , 10. 06 (1H, s) . 
H2&#| 140 

N-(4-{l-[2-(3.5-S?-jS 3 T^/P-4-fc Kg *?$/-7 x. =-)V)-l-ir^r S J -3L=J~ 
^]-(3S,4R)-2--Y § /-4-7°P tf/W-bTp V S?y-H^}-7a=^)-^^/l/ 
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lH-NMR(DMS0-d6) 8 : 

0. 83 (3H, t, J=7. 2Hz), 1. 12-1. 30 (2H, m), 1. 43(18H, s), 1. 32-1. 60 (2H, m), 2. 41 (1H, m 
) , 3. 03 (3H, s) , 3. 45 (1H, dd, J=7. 2, 10. 0Hz) , 3. 90 (1H, m) , 4. 11 (1H, d, J=7. 6Hz) , 5. 30 
(2H, s) , 7. 26 (2H, d, J=8. OHz) , 7. 38 (2H, d, J=8. OHz) , 7. 78 (2H, s) , 8. 07 (1H, s) , 8. 81 ( 
1H, s) , 8. 97 (1H, brs) , 9. 89 (1H, s) . 

mmw hi 

4- {1- [2- (3,5-^-11 3 Yn^-Z/~y ^.^;V)-2-^y-^M-2-^ 




lH-NMR(DMSO-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 24 (2H, m) , 1. 43 (18H, s) , 1. 53 (2H, m) , 2. 44 (1H, q, J=7. 2Hz) , 
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2. 80 (3H, d, J=4. 4Hz) , 3. 47 (1H, dd, J=6. 4Hz, 10. 8Hz) , 3. 92 (1H, dd, J=7. 6Hz, 10. 8Hz) 
, 4. 23 (1H, d, J=7. 2Hz) , 5. 30 (2H, s) , 7. 51 (2H, d, J=8. 4Hz) , 7. 78 (2H, s) , 7. 91 (2H, D, J 
=8. 4Hz) , 8. 09 (1H, s) , 8. 48 (1H, q, J=4. 4Hz) , 8. 90 (1H, s) , 8. 97 (1H, s) . 

mtt&m 142 



lH-NMR(DMS0-d6) 5 : 

0. 85 (3H, t, J=7Hz) , 1. 20-1. 27 (2H, m) , 1. 49 (18H, s) , 1. 58-1. 78 (2H, m) , 2. 81 (1H, m) , 
10 3. 57 (1H, t, J=9Hz) , 3. 85 (1H, dd, J=9, 8Hz) , 3. 89 (3H, s) , 4. 14 (1H, d, J=9Hz) , 5. 57 (1H 
, d, J=18Hz) , 5. 87 (1H, s) , 5. 90 (1H, s) , 6. 12 (1H, d, J=18Hz) , 6. 97 (1H, d, J=8Hz) , 7. 03 
(1H, t, J=8Hz) , 7. 20 (1H, dd, J=8, 2Hz) , 7. 40 (1H, td, J=8, 2Hz) , 7. 95 (2H, s) . 
MS:ra/e(ESI)479.3(MH+) 
MMM 143 

15 N-[3-(4-{l-[2-(3,5-SMB 3 7^-4- fc Kg *±zZ E£j^l±^ 

/W]-(3S.4S)-2-W ^ y-4-7°P bVWb'P V M-7 g I ^rvQ-^P fc° 




H3C 
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H 3 C 

lH-NMR(DMS0-d6) 5 : 

0. 81 (3H, t, J=7. 2Hz), 1. 10-1. 28 (2H, m) , 1. 30-1. 50 (2H, m) , 1. 40 (18H, s) , 1. 78 (3H, s 
) , 1. 78-1. 86 (2H, m) , 2. 34-2. 40 (1H, m) , 3. 17 (2H, dd, J=12. 8, 6. 4Hz) , 3. 41 (1H, dd, J= 
11.1,7. 6Hz) , 3. 87 (1H, dd, J=10. 4, 7. 6Hz) , 3. 96 (2H, t, J=6. OHz) , 
4. 06 (1H, d, J=7. 2Hz) , 5. 23 (2H, s) , 6. 98 (2H, d, J=8. 8Hz) , 7. 30 (2H, d, J=8. 8Hz) , 7. 72 
(2H, s) , 7. 85-7. 95 (1H, brs) , 8. 68-8. 71 (1H, brs) . 

mmm 144 

4-{l-[2-(3,5- v^-fS 3 -f^jU-A-H Fp j f-v / -7i^;i')-2-i-^y-xf 
/U]-(3S, 4R)-2-^T $ y-4-^P fcVWb'P ]) i?>-3-^/M-N-^ =f-;V-^<^y^;V 
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lH-NMR(DMS0-d6) 8 : 

0. 83 (3H, t, J=7. 2Hz), 1. 20-1. 30 (2H, m) , 1. 44 (18H, s) , 1. 38-1. 60 (2H, m) , 2. 45 (1H, m 
) , 2. 45 (3H, d, J=6. 0Hz) , 3. 48 (1H, dd, J=6. 0, 10. 4Hz) , 3. 93 (1H, dd, J=7. 2, 10. 4Hz) , 4 
. 13 (1H, d, J=7. 2Hz) , 5. 31 (2H, s) , 7. 54 (1H, q, J=6. OHz) , 7. 66 (2H, d, J=8. 4Hz) , 7. 78 ( 
2H, s) , 7. 86 (2H, d, J=8. 4Hz) , 8. 96 (1H, brs) , 9. 00 ( 1H, brm) . 
HJS^il 145 

(4Hl-[2-(3.5-S?-% 3 ?~t2kz4rjc KP^^^x^/^-Z-t^y-xf 




lH-NMR(DMSO-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 20-1. 30 (2H, m) , 1. 43 (18H, s) , 1. 40-1. 55 (2H, m) , 2. 41 (1H, ra 
), 3. 33 (3H, s), 3. 43 (1H, dd, J=7. 2, 10. 4Hz), 3. 89 (1H, dd, J=8. 0, 10. 4Hz), 4. 07 (1H, d 
, J=8. OHz) , 5. 27 (2H, s) , 7. 32 (2H, d, J=8. 4Hz) , 7. 52 (2H, d, J=8. 4Hz) , 7. 77 (2H, s) , 8. 
07 (1H, brs) , 8. 77 (1H, brs) , 8. 93 (1H, brs) , 9. 76 (1H, s) . 
Wfeffl 146 

1-0.5-SHS 3 -f^iV-l-M Kt3^rv--7^=./^)-2-[(3S,4R)-3-(4-^ hJ&zZ 



181 



WO 02/085850 



PCT/JP02/03949 




lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7. 2Hz) , 1. 17-1. 30 (2H, ra) , 1. 34 (3H, t, J=6. 8Hz) , 1. 43 (18H, s) , 1. 38-1 
. 56 (2H, m) , 2. 40 (1H, m) , 3. 43 (1H, dd, J=7. 2, 1 1. 2Hz) , 3. 88 (1H, dd, J=7. 6, 1 1. 2Hz) , 4 
. 00-4. 12 (3H, ra) , 5. 28 (2H, s) , 7. 00 (2H, d, J=8. 8Hz) , 7. 32 (2H, d, J=8. 8Hz) , 7. 77 (2H, 
s) , 8. 07 (1H, s) , 8. 74 (1H, s) , 8. 93 (1H, brs) . 
£MW 147 

2-((3R,4S)-4-Tv ? K^5vW2-^ ;y-3-7x^-b°P U v ? >-W^)-l-(3. 5- 




lH-NMR(DMSO-d6) 6 : 
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1. 44(18H, s), 2. 65(1H, m), 3. 53(1H, dd, J=4. 4Hz, 11. 2Hz), 3. 67 (2H, d, J=6. 4Hz), 3. 9 
8 (1H, dd, J=8. OHz, 11. 2Hz) , 4. 27 (1H, d, J=4. 4Hz) , 5. 27 (1H, d, J=18. OHz) , 5. 34 (1H, d 
, J=18. OHz) , 7. 35-7. 55 (5H, m) , 7. 78 (2H, s) , 8. 09 (1H, s) , 9. 00 (1H, s) , 9. 09 (1H, s) . 
148 

2-((3S, 4S)-4-T5 I £±Az2cd ^ A3-7» ~;Wfcf p V $?^-W ;U)-l-(3. 5- 
2lM 3 "f^fV-Ar bKP^'>7x=/W)-x^/y; ftftizk*Bfc!ft 




lH-NMR(DMS0-d6) 5 : 

1. 39(18H, s), 2. 45(1H, m) , 2. 85 (2H, d, J=6. OHz), 3. 57(lH, dd, J=4. 4Hz, 11. 2Hz), 3. 9 
2 (1H, dd, J=8. OHz, 1 1. 2Hz) , 4. 27 (1H, d, J=4. 4Hz) , 5. 18 (2H, s) , 7. 36-7. 50 (5H, m) , 7. 
64 (2H, s) . 

mmm 149 

l-[(3R,4S)-2-(3,5-v ? -M 3 y^/V-4-b Kjg ± */-7 ^^jV)-2-^y-^ 
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/ 



K3C 

lH-NMR(DMS0-d6) 6 : 

1. 43 (18H, s) , 3. 46 (1H, td, J=5. 6Hz, 8. 8Hz) , 3. 71 (3H, s) , 3. 98 (1H, dd, J=5. 6Hz, 11. 2 
Hz) , 4. 10 (1H, dd, J=8. 8Hz, 11. 2Hz) , 4. 77 (1H, d, J=5. 6Hz) , 5. 28 (1H, d, J=18. 4Hz) , 5. 
37 (1H, d, J=18. 4Hz) , 7. 38-7. 55 (5H, m) , 7. 78 (2H, s) , 8. 09 (1H, s) , 9. 08 (1H, s) , 9. 15 ( 
1H, s). 

mmm 150 

l-[(3R,4S)-2-(3,5-v ? -m 3 7^-;V-A-M KP»V-7a=^)-2-t»y-xf 




lH-NMR(DMS0-d6) 8 : 

1. 43 (18H, s) , 3. 20 (1H, td, J=5. 2Hz, 8. 8Hz) , 3. 76 (1H, dd, J=5. 2Hz, 11. 2Hz) , 4. 05 (1H 
, dd, J=8. 8Hz, 11. 2Hz) , 4. 64 (1H, d, J=5. 2Hz) , 5. 29 (1H, d, J=18. 4Hz) , 5. 36 (1H, d, J=l 
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8. 4Hz) , 7. 30 (1H, s) , 7. 38-7. 55 (5H, m) , 7. 64 (1H, s) , 7. 78 (2H, s) , 8. 09 (1H, s) , 9. 05 ( 
1H, s),9. 11 (1H, s). 
MMM 151 

l-[(3R t 4S)-2-(3,5-v ? -M 3 :/3vP-4-E KP»->-7x^;l/)-^^y-xf 




H3C 



lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 2. 61 (3H, d, J=4. 8Hz) , 3. 19 (1H, td, J=5. 6Hz, 8. 4Hz) , 3. 74 (1H, dd, J=5. 
6Hz, 10. 8Hz) , 4. 03 (1H, dd, J=8. 4Hz, 10. 8Hz) , 4. 64 (1H, d, J=5. 6Hz) , 5. 29 (1H, d, J=18 
. 4Hz) , 5. 35 (1H, d, J=18. 4Hz) , 7. 37-7. 55 (5H, m) , 7. 78 (2H, s) , 8. 09 (1H, s) , 8. 13 (1H, 
q, 1=4. 8Hz) , 9. 06 (1H, s) , 9. 09 (1H, s) . 
152 

N-[2-(4-{l-[2-(3,5-v ; -m 3 /f/M-b Kp jr l/-y ^^/U)-2-^^- y-zzf 
^]-(3S,4S)-2->f I y-4-7°n fcVb'P V j?y-3-^;|/}-7i / *¥lzE&Mz 
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lH-NMR(DMS0-d6) 5 : 

0. 81 (3H, t, J=7. 2Hz), 1. 15-1. 28 (2H, m), 1. 41 (18H, s), 1. 40-1. 51 (2H, m) , 1. 85-1. 93 
(2H, ra) , 2. 35-2. 42 (1H, m) , 2. 89 (3H, s) , 3. 09 (2H, t, J=5. 6Hz) , 3. 38-3. 45 (1H, m) , 3. 8 

0- 3. 90 (1H, m) , 4. 03 (2H, t, J=6. 0Hz) , 4. 06 (1H, d, J=8. 4Hz) , 

5. 25 (2H, s) , 7. 00 (2H, d, J=8. 4Hz) , 7. 04-7. 10 (1H, m) , 7. 31 (2H, d, J=8. 4Hz) , 7. 75 (2H 
, s), 8. 00-8. 10 (0. 5H, brs), 8. 67-8. 75 (1H, brs), 8. 85-8. 95(0. 5H, brs). 

mmm 153 

1- (3, 5-^-153 T^/U-4-t: KP^r'>-7^=/^)-2-{(3S,4S)-2-^ ^ y-3-[4-(2- 




H3C 
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lH-NMR(DMS0-d6) 5 : 

0. 81 (3H, t, J=7. 6Hz), 1. 18-1. 27 (2H, m), 1. 41 (18H, s), 1. 38-1. 52 (2H, m), 2. 35-2. 42 
(1H, ra) , 3. 28 (3H, s) , 3. 38-3. 52 (1H, m), 3. 64 (2H, dd, J=4. 4, 3. 2Hz), 3. 86 (1H, dd, J=l 
0. 8, 7. 8Hz) , 4. 05 (1H, d, J=7. 8Hz) , 4. 08 (2H, dd, J=4. 4, 3. 2Hz) , 5. 22 (2H, s) , 7. 00 (2H 
, d, J=8. 8Hz) , 7. 31 (2H, d, J=8. 8Hz) , 7. 75 (2H, s) . 
MMM 154 

N-(2-{i-[2-(3, 5-$?-jB 3 y^;v-A-\i Kg jg^zZ ^-M-2-^y-^M-2- 




lH-NMR(DMS0-d6) 5 : 

0. 92 (3H, t, J=7Hz) , 1. 21-1. 32 (2H, m) , 1. 45 (18H, s) , 1. 48-1. 60 (2H, m) , 2. 57 (1H, dt, 
J=8, 7Hz) , 3. 35 (3H, s) , 3. 52 (1H, dd, J=10, 7Hz) , 4. 04 (1H, dd, J=10, 8Hz) , 4. 50 (1H, d, 
J=7Hz) , 4. 63 (1H, d, J=19Hz) , 5. 60 (1H, d, J=19Hz) , 5. 87 (1H, s) , 7. 03 (1H, s) , 7. 31 (1H 
, d, J=7Hz) , 7. 42 (1H, t, J=7Hz) , 7. 49 (1H, td, J=7, 2Hz) , 7. 76 (2H, s) , 7. 87 (1H, dd, J=7 
,2Hz),9. 13 (1H, s), 10.6l(lH,s). 
MS:m/e(ESI)542. 2(MH+) 
MMffl 155 

N-(2-{l-[2-(3. 5-^-^ 3 y^/U-4-b Kp ^=-M-2-ir^r 
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H 3 C 

lH-NMR(DMS0-d6) 5 : 

0. 83 (3H, t, J=7Hz) , 1. 18-1. 27 (2H, m) , 1. 48 (18H, s) , 1. 47-1. 56 (2H, m) , 2. 20 (3H, s) , 
2. 60 (1H, m) , 3. 54 (1H, dd, J=10, 7Hz) , 4. 05 (1H, dd, J=10, 8Hz) , 4. 55 (1H, d, J=6Hz) , 5. 
08 (1H, d, J=18Hz) , 5. 88 (1H, s) , 5. 89 (1H, d, J=18Hz) , 7. 27-7. 38 (3H, ra) , 7. 51 (1H, d, J 
=8Hz) , 7. 89 (2H, s) , 8. 20 (1H, s) , 8. 86 (1H, s) , 8. 99 (1H, s) . 
MS:m/e(ESI)506. 3(MH+) 
MMM 156 

g|gt 2-{l-[2-(3,5-v ? -fg 3 7±/kzki£ KP»V-7a=^)-my-af 
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lH-NMR(DMS0-d6) 8 : 

0. 86 (3H, t, J=7Hz) , 1. 19-1. 27 (2H, m) , 1. 48 (18H, s) , 1. 53-1. 64 (2H, m) , 2. 07 (3H, s) , 
2. 83 (1H, m) , 3. 64 (1H, t, J=9Hz) , 3. 91 (1H, dd, J=10, 9Hz) , 4. 38 (1H, d, J=9Hz) , 5. 08 (1 
5 H, d, J=13Hz) , 5. 28 (1H, d, J=13Hz) , 5. 77 (1H, d, J=19Hz) , 5. 83 (1H, d, J=19Hz) , 5. 87 (1 
H, s) , 6. 40 (1H, s) , 7. 37-7. 51 (4H, m) , 7. 93 (2H, s) , 10. 78 (1H, s) . 
MS:m/e(ESI)521. 2(MH+) 
MM®] 157 

1- (3, 5-i?-m 3 ^f7W4z 1: Pp#V-7i -2- [2->f § I zi=X p gZ^zgl (2- 

10 b°g y ^y-H;v-7x^)-h'P jj ^^-W/^-^^y ^;-j-^7k^M 




H 3 C 
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lH-NMR(DMS0-d6) 8 : 

0. 87 (3H, t, J=7Hz) , 1. 23-1. 36 (2H, m) , 1. 48 (18H, s) , 1. 50-1. 63 (2H, m) , 1. 93-2. 05 (4 
H, ra) , 2. 60 (1H, m) , 2. 96-3. 02 (2H, m) , 1. 37-3. 23 (2H, m) , 3. 54 (1H, t, J=9Hz) , 3. 91 (1H 
, dd, J=10, 9Hz) , 4. 64 (2H, br. d) , 5. 19 (1H, d, J=7Hz) , 7. 11 (1H, ddd, J=7, 6, 2Hz) , 
5 7. 34-7.41(3H,ra).7.90(2H, s). 
MS:m/e(ESI)518.2(MH+) 
M&m 158 

l-(3,5-S?-% 3 ^/W4-t: Kn^v^-7 3i^u)-2-{3-[4-(3-t: Kp^$/-^p^ 




lH-NMR(DMSO-d6) S : 

0. 80 (3H, t, J=7. 2Hz) , 1. 18-1. 40 (2H, m), 1.41 (18H, s) , 1. 43-1. 53 (2H, m) , 2. 35-2. 42 
(1H, m) , 3. 41 (1H, dd, J=10. 8, 7. 6Hz) , 3. 70 (2H, t, J=5. 2Hz) , 3. 85 (1H, dd, J=10. 8, 8. 4 
Hz) , 3. 99 (2H, t, J=5. 2Hz) , 4. 06 (1H, d, J=8. OHz) , 4. 80-4. 88 (1H, m) , 5. 24 (2H, s) , 7. 0 
15 0 (2H, d, J=8. 8Hz) , 7. 30 (2H, d, J=8. 8Hz) , 7. 74 (2H, s) , 8. 68-8. 72 (1H, brs) , 8. 80-8. 9 
5(1H, brs). 

MMM 159 

l-[2-(3,5- x?-m 3 7"^yU-4-h Ko ^^^x^^H-t^y-xf 
M - (3R, 4S) -5-4 ^ J -4-7 ^ 1:° u jj v>V-3-# ;Ut$ >m 2 * ±2kZ I K I 
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lH-NMR(DMS0-d6) 5 : 

1. 43 (18H, s) , 2. 85 (3H, s) , 2. 87 (3H, s) , 3. 21 (1H, td, J=4. 4Hz, 8. 4Hz) , 3. 77 (1H, m) , 4 
. 18 (1H, dd, J=8. 4Hz, 10. 8Hz) , 4. 76 (1H, d, J=4. 4Hz) , 5. 28 (1H, d, J=18. 4Hz) , 5. 35 (1H 
, d, J=18. 4Hz) , 7. 37-7. 55 (5H, ra) , 7. 78 (2H, s) , 8. 09 (1H, s) , 9. 15 (1H, s) . 
MMM 160 

ti-{l-[2-(3,5-i?-m 3 ^f-A^-A-M KP^->-7x^;l/)-2-t=3ry-xf 
/U]-(3R,4S)-5-^ 5 y-4-7^^7Wb°P ]) v^-3-^/M ^M-N-J $ 1/ 




lH-NMR(DMS0-d6) 5 : 
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1. 44 (18H, s) , 2. 72 (3H, s) , 2. 75 (1H, m) , 2. 93 (3H, s) , 3. 21 (1H, dd, J=7. 2Hz, 13. 6Hz) , 
3. 35 (1H, m) , 3. 48 (1H, dd, J=4. OHz, 11. 2Hz) , 3. 99 (1H, dd, J=7. 2Hz, 11. 2Hz) , 4. 32 (1H 
, d, J=4. OHz) , 5. 33 (2H, s) , 7. 36-7. 52 (5H, m) , 7. 79 (2H, s) , 8. 09 (1H, s) , 9. 03 (1H, s) , 
9.21(1H, s). 



U-[2-(3,5- i?-m 3 ■f'f-fr-l-M FP^->-7a ^/V)-2-^-^ y-rc^- 



lH-NMR(DMS0-d6) 5 : 

1. 44(18H, s), 2. 76 (3H, s) , 2. 80 (1H, m), 3. 50 (1H, dd, J=5. 2Hz, 11. 2Hz) , 3. 92 (1H, dd, 
J=7. 6Hz, 11. 2Hz) , 4. 22 (1H, m) , 5. 08 (2H, s) , 5. 30 (2H, s) , 7. 25-7. 55 (10H, m) , 7. 78 (2 
H, s),8. 09 (1H, s),9.00(2H, s). 
HifcM 162 

l-(3, 5-it-M 3 ygTW^b Kp a=yU)-2-((3S, 4S)-2-^ 5 7-4-,* gvU 



161 




OH 



-CH 3 
CH 3 
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lH-NMR(DMS0-d6) 6 : 

1. 42 (18H, s) , 2. 31 (3H, s) , 2. 71 (2H, ra) , 3. 53 (1H, dd, J=4. 4Hz, 11. 2Hz) , 3. 93 (1H, dd, 
J=7. 6Hz, 11. 2Hz) , 4. 31 (1H, d, J=4. 4Hz) 5. 24 (2H, s) , 7. 35-7. 55 (6H, ra) , 7. 72 (2H, s) , 
9. 09 (1H, s) . 

l-(3,5-iMI 3 Yv**/-7 *—fr)-2-[3-(2-\i h'n^^f;W7 




H3C 

lH-NMR(DMS0-d6) 5 : 

0. 84 (3H, t, J=7Hz) , 1. 19-1. 28 (2H, m) , 1. 46 (18H, s) , 1. 57-1. 64(2H, m) , 2. 83 (1H, ra) , 
3. 50 (1H, dd, J=10, 7Hz) , 4. 02 (1H, dd, J=10, 9Hz) , 4. 53 (1H, d, J=13Hz) , 4. 72 (1H, d, J= 
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7Hz) , 4. 93 (1H, d, J=13Hz) , 5. 23 (1H, d, J=18Hz) , 5. 83 (1H, s) , 6. 02 (1H, d, J=18Hz) , 7. 
27-7. 41(4H,m),7. 89 (2H, s). 
MS:m/e(ESI)479. 2(MH+) 
MMM 164 

l-(3,5-S?-jg 3 ~f=f-jV-^ Fo jrv^-7x^)-2-[2-/f ^ / -3-(2-^ Y**y* 



lH-NMR(DMS0-d6) 5 : 

0. 88 (3H, t, J=7Hz) , 1. 22-1. 30 (2H, m) , 1. 48 (18H, s) , 1. 57-1. 64 (2H, ra) , 2. 87 (1H, m) , 
3. 47 (3H, s) , 3. 56 (1H, dd, J=10, 7Hz) , 4. 05 (1H, t, J=10Hz), 4. 19 (1H, d, J=7Hz) , 4. 33 ( 
1H, d, J=llHz), 4. 64 (1H, d, J=llHz), 5. 87 (2H, brs), 5. 89 (1H, s), 7. 31-7. 50 (4H, m), 7 
.96 (2H,s). 

MS:m/e(ESI)493. 3(MH+) 
MMM 165 

4-{5-[2-(4-^Vv ? /W3-^ ^ ;-5-7°v gVWgH^ y*-t^~-^2-jA')-T±=? 




/CH 3 



OH 



K Ch3 

H3C CH 3 



H3C 
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lH-NMR(DMS0-d6) 5 : 

0. 91 (3H, t, J=7Hz) , 1. 38 (9H, s) , 1. 60 (2H, m) , 2. 18 (2H, m) , 2. 42-2. 51 (4H, m) , 3. 69 (1 
H, d, J=18Hz) , 3. 78 (1H, d, J=18Hz) , 3. 96 (3H, s) , 4. 15 (1H, m) , 4. 27 (1H, m) , 5. 93 (1H, b 
rs) , 6. 32 (1H, brs) , 6. 70 (1H, s) , 7. 17 (2H, d, J=8Hz) , 7. 22-7. 33 (3H, m) , 7. 61 (1H, s) , 
7. 63 (1H, s). 

MS:m/e(ESl)522. 3(MH+) 
166 

4-(3-j3/W-I: KP^i/-5-{2-[2-^g;y-4-(2-^ f ^ j/-^/U)-Z-y ^ 
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10 



lH-NMR(DMS0-d6) 5 : 

1. 38 (9H, s) , 1. 82 (2H, m) , 2. 11 (2H, quint, J=6Hz) , 2. 43 (2H, t, J=6Hz) , 2. 75 (1H, m) , 3 
. 18 (3H, s) , 3. 31-3. 37 (2H, m) , 3. 74 (1H, dd, J=9, 8Hz) , 3. 95 (1H, d, J=10, 9Hz) , 4. 06 (1 
H, d, J=9Hz) , 4. 20 (2H, t, J=6Hz) , 5. 48 (1H, d, J=19Hz) , 5. 70 (1H, d, J=19Hz) , 5. 71 (1H, 
s) , 7. 22 (1H, s) , 7. 28 (1H, s) , 7. 30-7. 41 (5H, m) , 7. 61 (1H, s) , 7. 62 (1H, s) , 11. 36 (2H, 
s). 

MS:m/e(ESI)510. 2(MH+) 
MM&l 167 

l-(3 t 5-SHS 3 -f±M±jt. KP^rv'-7^^^)-2-[3-(3-^^W^>-^)-2- 



H-Br 




15 



lH-NMR(DMS0-d6) 5 : 

0. 79 (6H, t, J=7Hz) , 1. 15-1. 23 (1H, m) , 1. 23-1. 32 (6H, m) , 1. 43 (18H, s) , 2. 58 (2H, m), 
2. 99 (3H, s) , 4. 66 (2H, s) , 6. 83 (1H, dd, J=8, 5Hz) , 7. 42 (1H, dd, J=8, 2Hz) , 7. 83 (2H, s) 
,8. 06(lH,dd,J=5, 2Hz). 
MS:m/e(ESI)453. 3(MH+) 

(4- {3-% 3 y^-^-5-[2-(2-^ § 7-3-7 ^^71^-4-7° p \f;V-\fn V Vy-l-J 



20 



mm. 
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0 

> 

MS:m/e(ESI)561. 3(MH+) 
169 




N— CH3 OH 

H3C 



MS:m/e(ESI)494.4(MH+) 
MMM 170 

3 :/5vW4-[2-(2-^ 5 ZdhZ^^ZkzizZ^E gV^zgn y v^-W^-X 
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MS:m/e(ESl)520. 5(MH+) 
H«J 171 

4-{3-f£ 3 ^/U-5-[2-(2-^ ^ 7-3-7 x.=-;V-4--?u fcVv-b°P V v^-W/P)- 




— \ 

/ 0 

MS:m/e(ESI)508.5(MH+) 
MMM 172 

4- {Z-m 3 b K p # v--5- [2- (2-4 ^ 7 -3-7 j: p g/I^; t^n!) 



198 



WO 02/085850 



PCT/JP02/03949 




MS:m/e(ESI)494. 5(MH+) 

mmm m 

(l-{3-M 3 KP^rv--5-[2-(2-^ ^ ^^/W4-7°P ¥/V-\?u 




OH 

MS:m/e(ESI)536. 4(MH+) 
MMM 174 
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[4- (3-% 3 ^vU-5-{2-[2-^/-4-(2-7< h^^-xf ;i/)-3-7x^;Wbfp g 




H3C 

MS:m/e(ESI)577.4(MH+) 
175 

3 -ff'A'-*-*?* ^VUT 5 7-4-{2-[2--^ $ y-4-(2-^ h 3^-3^/V)-3-:7 




MS:m/e(ESl)510.4(MH+) 
Hffi09 176 
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H3C CH3 




MS:m/e(ESI)536.5(MH+) 
££6fiW 177 

4-(3-^ 3 ^/W5-{2-[2-^ ^ y-4-(2-^ h ^iX-^^)-3-^^^/Wb°P U y> 



H3C. 




MS:m/e(BSI)524.5(MH+) 
MMM 178 

4-(3-^ 3 7^/W2-t: Kp ^V-5-{2-[2-^ 5 y-4-(2-p< h =fr^-3i?vP)-3-:7^ 
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— \ 

/ ° 
H,N 

MS:m/e(ESI)510. 3(MH+) 
HiiM 179 

5 [l-(3-% 3 :/5vW2-fc Kp^^-5-{2-[2-^-;/-4-(2-^ h 3^-3^/1^-3- 37 




OH 



MS:m/e(BSI)552. 4(MH+) 
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<W§*M 1 > 

3.8%^^ 9 tMtt 1 ©ffl-n ) £»Lfc 0 M.Tn 100g T* 10 &m 

r t T*#ifa./.h&lfojt (PRP : platelet rich plasma) £r#fc 0 PRP 
LT#fcjM^tfc?& : £: Dounce homogenizer "C**^-?-^ XU 40, OOOg T? 60 
RQiftib LjfiL/J^J^Sr#/c 0 #bftfclM^]gJ3u 10 mM MgCl 2 1 1 mM EGTA 
\s-y?y*—>vwgm) £^tr 50 mM h V ^WmffiWL {BffiWLD fcl*©*£ 
fcft3«fc5fc: DMS0 (i^^vv^/M^f-'T K) SrifeiD LfclftWr^HW U -80°C 
t tc a MffiWt itet i/T/i>zf s. y& «t dmso ttii^eh o. i%& i 20% 

LtcWmk&W) (20 /il) &96:*©^/V^*^ 17— vyu— H£»JLfc 0 
© ^ x if il ttf |?Lfc 25 nM © [ 3 H]Ala-(4-fluoro)Phe-Arg- 
(cyclohexyl) Ala- (homo) Arg-Tyr-NH 2 (high affinity TRAP) 80 #1 IrtjlPLT^ 
<^fpLfc 0 Sfcfc, hbfrClbmMLX&^tclk'mmMm (0.4mg/ml) 100 

§lltii^JC N 200/il 1 ^TH|Itffc#-Lfc 0 ^©^, SSflO^U"-*- 

30 M i (^y*-K) t±!?^v-h©SjdM1gtt*' 

S^KJ:^^**^ IC 50 fc&#tlJLfc„ 10^M 
©high affinity TRAP »Lf;fi Lfc D # fetLfc^Sr^ 1 fc^f,, 
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<WMJ2> 

3.8%? ^Wt (iL^9 KKLX 1 ©fij-a-) ?r»Lfc 0 ifiT^ 100g-C 10 #B8 

m>birZ> ZL t -C#lk/htejk# (PKP : platelet rich plasma) PEP 

* Lfcikm* £ 6> lOOOg-C 10 £f B »iyr 3 r t T£lk/hte«(PPP: platelet 

poor plasma) £r#fc 0 ik'btfL&ti. UmhMfc^mU (K450O, 

y ? *) T-M^ U 30 ^/m1 £ ft 5 £ 5 fc PRP Sr PPP "Cflrf? Lfc 0 jta/b^R 

^fc„ PRP (175nl) Fibrin M^Plih^J^ LT GPRP-NH 2 (ftfeftft ImM, 
25m1) £MU SfefcCa^^'f (^yfn-/!/) V>f#|i>«? 

©«fl^t»Mbfr*»tt (25mD &^LT37tJT3#IHI#i&U!:flK 25m10 
*^c«afe«:5l#ier-f*/jN»g© h a W 1" : 0.5-1.5 unite/ml © 5 

^Bii/J«^tiLfc 0 litiotlt PRP£Ca#^ 

<w*$J3> 

JtttSD h^ftW^fe explant Sttif ¥f »J!S (rSMC) &¥£ Ufc 0 
JgJgJ&ifiteB:, lOyo^^^iLif (GibcoBRLh * hV^h-r^f $/^*J±tJ^=?/ 
y y4r^tf DMEMJ&ife (Sigma) £JBV\ 37t^ 5%C0 2 #£T-e«*&# Lfc 0 tgjfi 
ifffllfclT 1 x 10* cells/ml ©JtSt-W Ltc rSMClOO \il % 96 \ KM*. 

mm*fflttLtc 0 E.^mz. mm mm 100 ni tT-iHift^-ufc^ o. 1% 
r ^ ^&^tp dmem mm (mmmi 100 ni utiifni^s^ l?c 0 
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tmi Ltzm^t^<D 10 m.1 U £ h fc$mmi&T-mffi Ltchn^ y*v 
0. lunits/ml) 10 |xl &»LT£bK:2 0 ^ b 

7. 5mg/ml DPBS XW-M^fc MTT (3- [4, 5-dimethylthiazol-2-yl] 

-2, 5-diphenyl-tetrazolium bromide) & 20 ^1 8s#[JU £ £> £ 4 B^H^ ^dr^. 
^-^3 >^rfTofc 0 *g:t&&^||&* 50 \il <D 10%SDS/0. 029% ammonia 
?r»lT C0 2 ^>-dr^^-^-rt^2 B#TOtttT«^^C^Lfc 0 HB 
l&lfijat^itffi t LT 0D590nm Sr^U— h V (EL340, BI0-TEK instruments 

Inc.) -?$ij£U 3>hn-/l-ODfe (l^ft^M^ODf) ^b^jb-^ 

ic 50 mznm tfc 0 nbthtcm&zm 1 ^i-„ 
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misuse r. ^ #-et > *fc N s»Mjfo.w^^^ «t 9 iJiwtsiR 
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1. 5£ 




3% (2)->7/S, (3)/>P^J0i(^*fcf±(4)TiBttjftSl^a^6)»tftL5V>-f*l 
a>l©g&^U zttO*fcttl&*U R 2 <t R 4 fife-n L-T C , N*3 

*\ (2)C 1 _ 6 T/V^£, (3)Ti^K N (4);fr/W**>f/HU (5)tKII£, (6) 
C!_ e 7/>3^iS, (7) C ^.T^t*^*/^^^ VS, (8)C 3 _ 8 

at^r/i^^s, O) r s^a-* v'itti $ fix v * r t> £ v > c , _ 6 tvi^ /m-^ 
*/*ju7$~sum$itci-i do) ^tb^Tiaa^sp e a> bmt&nz&ft <t*i<D 

mXWM £ tlX V > T i V ^ C 6 _ ! 4 airSKftfls** HtSaS 1>L<{;i:575Ml4M 
#*6Jitt*SitS;£«r* L ; n (4 1 *fcti 2 <Dg|S:£^ L ; Y 1 f±l|Mgrg\ - (C 
H 2 ) m -, C R 8 , -CR 8 R 9 - -CH 2 CO-, -NR 8 - N -SO-, 
-S0 2 - -CO-, -CONR 8 -£fc&-S0 2 NR 8 - [5£f>, mtt 1 Tbm 

3<Dmm*. r*& £xfR 9 nm-*tcnm&ft<>x7kmfc : ¥-s wr^m 1 ?, c 

i _ e T /Us # ^364 fc ft c x _ 6 T;v =i * i/jj =/i^ Sr^-t) 
Sr^L;Y 2 tt^^ O, N, - (CH 2 ) m - N -CR 8 - CR 8 R 9 -, - 
CO- -SO-, -SOj-Stli-C (=N-OR 8 ) - Kt, m, R 8 *5 
J:t>*R 9 ^BufB^i:^Ea^i-] ^L;Arli (1) tK*J1^, (2) 5t 
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R 11 




(n) 



K<K R 1 °s R 1 \ R 1 \ R 13 *5j;t/R 14 tt|^-tfcttffiM^oT(l)7jcmJl 

iIfm5'V^;ft^l^g£^U ££>^ R n iR 12 , *fc«, R 12 i:R 13 fi 
^UN, SfcitfO^bltftiS i;ftM4l@<Z>1ififJ)iC^£^|rLTV^t>£ 

^8M^m^J^tTV^t ) J:v\3 -e^^$n-5£tfc(± (3) TlBg&S 

C 2 _ 6 7/^-/1^ T-^/uS, ^/l^^S^S, ^/W^^A-g, C 1 . 6 T/U 

<$nafi&gpa' >c 1 _ 6 t^/w£, c 2 _ 6 t/^^/^ c 2 _ 6 t^^;w 

S> Tv^g, #/W^^/t^ N C 1 _ 6 77l'a^> 

& c a _ 8 sitfcT^/v*df-^s N 7?;i s c,_ 8 7/vw^;s, c 3 _ 8 
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^/k7 7*-f^ ^o^yg^ C 3 _ 8 m^T^ 
Wp|t7/v« 5 73rMl4A##«S«*||5fc£ % C 6 _ 14 
3Sr#»l^ft**l|j*K*3 «t 0 5 l 4 ft3r#;&«*3|5*;Sa> & * 51¥ ^ U 
5 H^i(rlBC B _ 14 ^#K^7k§f?lgS:S*3j;V5 75Ml 4M^«m*^S«, 

<PlBgm» b >TlB*mMb ' frbMtftlZ'Pft <ti>i ©st^tim 

15 7^1, ^7/^>->^ N #/W*=E->f C 1 _ 6 T/U='¥v'*/V7j?n/l^ 

& C 1 . 6 7;^;w7^^;^;^ tK^S, C 1 . 6 7^3=3fv'i, C 3 _ 3 

20 1 4m^^mmmm^m, c e _ 14 %mkfc{k&mm£M&£V57bm 1 

<HfiffifimSi¥b' >c 1 _ 6 r^^s % C 2 _ 6 T/^^S, C 2 _ 6 T/^-/W 
/-T/i^ ^^y-fy^ N 79^/^1, c 1 _ 6 7;va^v'7^^v*;^ 

210 



WO 02/085850 



PCT/JP02/03949 



X/Usfr~/um, C^e^/T^W^/^^-zH, C 2 _ 6 VTJV^rjVT^ 
10 ^/k?/*^/^ ^n^/S s C,_ 8 IHfc7Vl"¥A* > 57!/ 

/vSJsiW y^rt/y =/H)5^/j:5i^L, H^s Sul2575iil 
^r^ys, c^^^w^yl, c 3 _ 8 it7;^7^yl, 7^ 

20 7^yl, !)KF1, ^V-fl/^Ss T ^jVT.jVfc-tVT % yl N T/U^ 

25 =/P^ TK^Sv C^jT^^r^i, C 3 . 8 ft7/^^^^ 7^yl s 
C^eTyV^T^/^ Cj. 8 it7^7$y^ T^T^/£ S W 

211 



WO 02/085850 



PCT/JP02/03949 



6 T/V*y^/u£, jj/w^jju^ C 1 _ 6 T/V=i^v'*^#= 

<fffBfi&SPf ' >C 1 _ 6 T/V^/^£, ^-df-yS, v-T/^s 
#>v^i-g N *;M^^;uS N C 1 . 8 7/^^^^=;H > 

Cj-j^/V^t^v-I, 75/S, C 1 . e 7W7U£ C 3 _ 8 

;i/^;^=i;i/7^1 v C 1 _ 6 Ty^/^/V7js-/vS, ^^7r^-f/^S> 
^n^VI, Ca-sS^i/^H, 5 75igl4M^«m^^S, C 6 _ 14 

tf/W^-Ol^ c 1 . 6 7^3^^M=/^ c 1 . 6 7;^7$/^/^ 

2. R\ R 2 ^J:^R 3 «I^-^7c^m^oT7K*M^s C 1 .,7^;u 

212 

i 



WO 02/085850 



PCT/JP02/03949 



Cj.eT^^^^S, Ty-/^C 1 _ 6 T/^^£*5cfa«T];-7^C 1 _ 6 T/^ 
yx>£^b^S^biltfti5V^tL^l ©S^t, R\ R 5 £J;t>*R 7 « 

LT^£<, R 4 ^3j;t> ^ R 5 {m•^tJ:^3-^^^oT^^^«LTt>«tv^ ; 

L ; nltl %7jkL ; Y 1 te^^fcte- (CH 2 ) m - [5£eK m(il75M3(D 
Mc^li ; Y 2 lZW$&$.tcl$- CO- %7jkL ; Ar ttTkfifJjfH^ Jcfc 



Kt^ R*\ R l \ R 12 , R^fe^^R^ttH-^fctt+l^^oTTKmM^ 
C^eT^^m, Ci-eT^^^fi/l, C ^TV^^T 5: /£ % C 3 

_ 8 m^T/^/PT 5/1, 7 i/^T 5 / 5 1 4 *#^#»lff SjtiSKfc 
J:0C 1 . 6 7 /P^/l-^- ^ 7^=/^^ b ft 6 31 £> @ fcf fl 5 V 
1<DS£^U ZbK, R 11 ^ 12 . SfcWu R 12 tR 13 tt^U, (i)N N 
S&£.X$Oti>ibm&tiZ> 1^^4fi©»Jfg^?r^tTV^Tt 3 J;<, ^o(ii) 

<ifiagm£^f" >c 1 _ 6 r^^m, **ym, v-tvs. r^n, 




,11 



(n) 



213 



WO 02/085850 



PCT/JP02/03949 



^v^/l^^/l^ C 1 _ 6 T/l'3vl'X5 /^/Ix/j^/t^ TKi?^ C 1 _ 6 T/l'=i 

^*-^S *i £ X? 5 1 4 b ft 3 if a> k518r*L5/{>& 

< l ftWTt J; v\ 5 7i3I8 Ji^^it^rTF^c LTV^Tti J: 

3 . Y'^-CHj-t'feS 1 IB«(D^-^^ * {i-£©i£ 0 

4 . Y 2 ^ - c 0-X*hZ>tmm. 1 fB^O^^I^fctt^Oito 

5. Y'^-CH 2 -T% Y 2 ^-cO--efe5lf*«l|BicO{b^*^« 

7 . A r *S^C 



[5£<K R*\ R*\ R 12 > R 13 *3J:^R 14 «MIB^a<blH^%*i-c3 T'* 

8 . r 1 0 *3 «£ v r 1 4 &&mm*x* h 5 7 smb©* tg* * fc om.0 

9. Ari5S(l)a 




,11 



214 



WO 02/085850 



PCT/JP02/03949 




R 



12 



(n) 



VT 1 

^ R 14 



R 



13 



K^, R l \ R*\ R 15 \ R 13 *3<t^R 14 (±^tLmSulB^i:I^E^^ 
11. Ar^ 



R 



11 




(IV) 



215 



WO 02/085850 



PCT/JP02/03949 



<ftfrlBg^Slf h' >C 1 . 6 T/^/um, C 2 - 6 T;Vfr~;vm, C 2 _ 6 T/^=/u 
^-^yS, Cj.e^T/T/^S, C 2 _ 7 7^VS, C 1 _ 8 T/l' 

C , _ 6 T/Vdr/kS, C x _ x 0 T ;V =i Vti C x _ „ T 
C 7M/V7 5 ; C 2 _ 6 ^TA^tA^T % J % 

-uT^Wt+^M/i'S, C,. 6 t Ka^v^7;^;H, C 3 _ 8 SR^T/i' 
^/^^v'S, 7$;l, C 1 . 6 7;^;V7^S, c,_,S|lft7;>W^ 

7x=;^;v*^7Ul, C 1 _ 6 7;u^f/v^;i/*=;i'I, :7;c~/v 
C 1 . 6 ; t;7^7U ^/u^^/i^S. C,.,i?7^W5 
y*/Mwu£ % ^;U7 7*^;l^> ^n^7S, C 3 _ 8 ^:RT^3r/i^ 5 75 

^wy^rtyu^lii, c 1 . 6 7/^/H, t^ys, s/771, 

C a _ 6 T/^^T^y*^^S, TK^Ss C 1 . 6 7^3drv/S, C 3 _ 8 9l#tT 
/Vdr/l^dr-^S, =f3l, T5:y£, C 1 -,7U7^S, C,.,/^ 
/i-T^yg, C,_,i?7/uW5/S, C 3 _ 8 ^T^/WT^/^ 7^ 



216 



WO 02/085850 



PCT/JP02/03949 



12. A r tfS5t 



R 11 




(V) 



7 t ctt(2)Bif|B«^Mh^6)S{m5V^^ : 'l^S^U ££>fc\ R 11 ^R 1 
5 , *fcf± N R 15 iR 16 d^LXMIBgmSllf ^feStftia^J&< it 1© 

Sr^T UTV N T t> i 5 75^ 6 M1SSt5!£r« LTV^T t> <fc V\ ] 

13. ArM 



R 11 




R^s R^fcitJfR^tt^^tLirlB^t^a^ R 17 *3«fc^R l8 f±|Rl 
-*fcf4*»*oT(l)**JW-?*fcf4(2)TIB«JftK# i frt>mi*tlZ^?}lfr 
l©3E«r*U $ fet-s R u tR 16 , R 15 i:R 17 , R 15 i:R 18 % t-fctt % R 1 7 



217 



WO 02/085850 



PCT/JP02/03949 



h i v^ 5 8 M*s*f^ UT t> «fc v\ 

<fuiEBi&Sfl i ' >C a _ e T/V^S % C 2 _ 6 TA^^S, C 2 _ B T/V^=/V' 



218 



WO 02/085850 



PCT/JP02/03949 



l 5. ha^fcryftWott^WBTffcSIt**! 4fB$©M$% 0 

16. fnyifyoPARi S*#©»ttWi«ft, 5H*q( i 4 IB«om^# 0 

1 7 . sk4^mM#mMX° h 5 ffrfcJ® 1 4 iBigMfi$#>„ 

1 8 . w-ftffimmomnvmmxhzm&m 1 4iB*©jft^»„ 

*«l 4|2^cd^#?o 

2 2. h n V t^^^^^lj^ PARI 2 1 IB 

2 3 . sh'mmmmmvm&tDtc bom *m 1 mm^t^-m^ tat^tDm. 



219 



WO 02/085850 



PCT/JP02/03949 



2 4. h n ^tf y^*i5||^t5ii©Stt, ?^±^*^)it*3S 1 

5 ^(D^^tci±^(Dm.^^-i~6, mmmm(Dmw^m 0 



220 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/03949 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D207/273, A61K31/40, 31/4015, 31/4025, 31/407, 

A61P7/02, 9/10, 9/12, 13/12, 19/10, 25/00, 29/00, 35/00, 
43/00, 9/00, 11/00, 11/06 
According to International Patent Classification (IPQ or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) ~~ ~~ 
Int. CI 7 C07D207/273, A61K31/40, 31/4015, 31/4025, 31/407 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA(STN), REGISTRY (STN) , WPIDS(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 11-509191 A (Fujisawa Pharmaceutical Co., 
Ltd. ) , 

17 August, 1999 (17.08.99), 

Claims; preparation examples 78, 79; examples 23, 
33 

& EP 842161 A 

US 4126613 A (Richardson-Merrell Inc.), 

21 November, 1978 (21.11.78), 

Claims 

& GB 1328935 A 

WO 00/53582 A (Suntory Ltd.), 
14 September, 2000 (14.09.00), 
Compounds Nos. 14, 15 
& EP 1176141 A 



1-23 



1-23 



1-3,14 



fx] Further documents are listed in the continuation of Box C. See patent family annex . 



* Special categories of cited documents: T 
a Ak document defining the general state of the art which is not 
considered to be of particular relevance 

earlier document but published on or after the international filing "X" 
date 

V document which may throw doubts on priority daim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"CP document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later "& w 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
03 June, 2002 (03.06.02) 


Date of mailing of the international search report 
18 June, 2002 (18.06.02) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/03949 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Kovtunenko, V.A.; Demchenko, A.M.; Tyltin, A.K.; 
Babichev, F.S., 6, 7-Dihydro-5H-pyrrolo [1, 2-a] 
imidazole derivatives, Ukr. Khim. Zh. (Russ. Ed.) 
(1986), 52(6), 647-51, particularly, 647 

Kovtunenko, V.A.; Soloshonok, L.V.; Tyltin, A.K.; 
Turov, A. V.; Babichev, F.S., Preparation and 
reactions of lR-2-iminopyrrolidines, Ukr. Khim. Zh. 
(Russ. Ed.) (1986), 52(1), 63-70, particularly, 63, 
66, 68 

Babichev, F.S.; Kovtunenko, V.A.; Demchenko, A.M.; 
Tyltin, A.K., The structure of the salts of 2- 
amino-. DELTA. 1-pyrroline with benzyl chloride and. 
alpha. -halo ketones, Ukr. Khim. Zh. (Russ. Ed.) 
(1986), 52(4), 398-401, particularly, 398 

Korbonits, Dezso; Horvath, Karoly; Gonczi, Csaba; 
Tamas, Jozsef, 4-Aminobutanoic amidoxime deriva- 
tives. Synthesis of 1-substituted 2-hydroximino 
pyrrolidines, a novel type of lactams, Acta Chim. 
Hung. (1984), 117(3), 239-45, particularly, 241 

Langlois, Michel; Guillonneau, Claude; Tri Vo Van; 
Meingan, Jean Pierre; Maillard, Jacques, Synthesis 
of new bicyclic amidines. 1. Derivatives of imidazole, 
1, 3, 4-triazole and tetrazole, J.Heterocycl.Chem. 
(1982), 19(1), 193-200, particularly, 194, 196 

Latli, Bachir; D' Amour, Kevin; Casida, John E., 
Novel and Potent 6-Chloro-3-pyridinyl Ligands for 
the .alpha. 4. beta. 2 Neuronal Nicotinic Acetyl- 
choline Receptor, Latli Bachir; D' Amour, Kevin; 
Casida, John E . , Journal of Medicinal 

Chemistry (199 9) , 
42(12), 2227 to 2234; compounds (6), (7) 

JP 10-509150 A (Merck & Co., Inc.), 
08 September, 1998 (08.09.98), 
Claims; examples 
& EP 789571 A 

JP 4-504709 A (SmithKline Beecham Corp.), 
20 August, 1992 (20.08.92), 
Claims; examples 
& EP 364204 A 

Yale, Harry L.; Bristol, J. A., l-Aralkyl-2 (1H) - 
pyridinimines and their derivatives, J.Heterocycl . 
Chem. (1975), 12(5), 1027-9 

US 3717648 A (Sterling Drug, Inc.), 
20 February, 1973 (20.02.73), 
Compounds of IIIA 
& US 3963748 A 



1-5,7-11 



1,2,7-11 



1-5,7-11 



1,2,7-12 



1,2,7-10 



1-3,14 



1-3,6-10, 
14 



1-5,7-10 



1-3,7-10 



1,2,7-10, 
14 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/03949 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 24, 25 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 24 and 25 pertain to a method for treatment of the human body by- 
therapy. 



2. [x] Cairns Nos.: 1-23 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 
(See extra sheet) 



3. □ claim sNos.: 

because they are dependent daims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: — 
It cannot be said that the chemical structures of the claimed compounds have 
a common novel basic skeleton. 



1. | | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

daims. 

2. | x | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

[ [ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/03949 



Continuation of Box No -1-2 of continuation of first sheet (1) 

The subject matter of claims 1-23 is compounds represented by the 
general formula (I) or part of the compounds. Partial chemical 
structures common to these compounds are the following. 

(1) (2) 
However, these partial chemical structures are not novel because JP, 
10-509150, A, for example, discloses the following compounds. 

(3) (4) 
Consequently, it cannot be said that the chemical structures of the 
compounds of the invention have a common novel basic skeleton. One 
invention cannot be clearly grasped from each of the claims, which 
describe such compounds. 

On the other hand, a search was made through prior-art documents 
in view of the contents of the description. In part of the documents, 
many compounds falling within the scope of the claimed compounds were 
found. There also are many compounds which may fall within the scope 
of the claimed compounds- It is virtually impossible to thoroughly 
investigate and show all the documents in which those compounds are shown. 

Therefore, it cannot be said that the claims comply with the given 
requirements to such a degree that a meaningful international search 
can be made. 

Additionally, in this international search report, a search was made 
within the range of a reasonable burden. 



Form PCT/ISA/210 (extra sheet) (July 1998) 



BKffilHI^- PCT/JP0 2/0 394 9 



a. m<D%+s£m<D$m immwruM (ipo) 

Int. CI 7 C07D20 7/2 73, A61K31/40, 3 1/401 5, 3 1/40 2 5, 3 1/407, 
A61P7/0 2, 9/1 0, 9/1 2, 1 3/1 2, 1 9/1 0, 2 5/00, 29/00, 3 5/0 0, 43/0 
0, 9/0 0, 1 1/0 0, 1 1/0 6 



w2Efcfjofc*<Nwm (mwMmsm (ipcd 

Int. CI 7 C07D20 7/2 73, A61K3 1/40, 3 1/401 5, 3 1/402 5, 3 1/40 7 



m&m&t&m u***?'-****-* or*-***-;*©**, wsfc^LfcEs) 

CA (STN) , REG I STRY (STN) , WP IDS (STN) 







S»#©$Sia©## 


X 


JP 11-509191 A (0^mp B pXHtt^;#tt) 1 9 9 
9. 0 8. 17, #rFft*cr>f&H N JK&0IJ7 8. 7 9, ll«2 
3,33 & EP 842161 A 


1 


-2 3 


X 


US 4126613 A (Richardson-Merrell Inc. ) 1 9 7 8 . 
11. 2 1, 9 V — A & GB 1328935 A 


1 


-2 3 


X 


WO 0 0/5 3 5 8 2 A MJ H*3£?tfc) 2 0 0 0 . 0 
9. 14, flS^#fl4, 15 & EP 1176141 A. 


1 - 


3,14 



TEj BBUttHttr©ttMi£fctt4ffi7^fo£^ BiStHSB 
IPj BBttiEBtfTC, a>oft5fc*S<o±3I©Slgfcft3tnK 



© B ©& fc<2f* <* ftfcXift 

©afi?©fc»t5iffi-f-5 fco 
rxj #cKa©s>53:iKT?&ox, £$atift©*T*353H 

tyj wcMitofcsscft-cfco-c, a^3:ii:>flfi©i£; 
r&j B-^x v h 7 r 5 u -XSfc 



0 3. 0 6. 0 2 



1 8,06.02 



B*H4$SW (I SA/J P) 
100-8915 
3fc)£f|5=Fft H K«# H = T 1 4 # 3 * 



4 P 



8 6 15 



03-3581-1101 foffi. 3492 



«PCT/ISA/2 10 (12^) (1 9 9 8¥7J?) 



PCT/J PO 2/0 3 9 4 9 



B8J11-5 



X 



X 



X 



Kovtunenko, V. A. ; Demchenko, A. VL ; Tyltin, A. K. ; Babiche 
v, F. S. 6, 7-Dihydro-5H-pyrrolo[l, 2-a] imidazole derivatives, 
Ukr. Khim. Zh. (Russ. Ed.) (1986), 52(6), 647-51 t 0 fctt 647 

Kovtunenko, V. A. ; Soloshonok, L. V. ; Tyltin, A. K. ; Turov, 
A. V. ;Babichev, F. S. , Preparation and reactions of lR-2-im 
inopyrroli dines, Ukr. Khim. Zh. (Russ. Ed.) (1986)* 52(1), 
63-70 i; 0 fc>tt63, 66, 68 

Babichev, F. S. ; Kovtunenko, V. A. ; Demchenko, A. M. ; Tylti 
n, A. K. , The structure of the salts of 2-amino-. DELTA. 1-pyr 
roline with benzyl chloride and . alpha. -halo ketones, Ukr. 
Khim. Zh. (Russ. Ed.) (1986), 52(4), 398-401 1 <0 t>tt 398 

Korbonits, Dezso; Horvath, Karoly; Gonczi, Csaba; Tamas, Joz 
sef, 4-Aminobutanoic amidoxime derivatives. Synthesis of 1- 
substituted 2-hydroximinopyrrolidines, a novel type of lacta 
ms, Acta Chim. Hung. (1984), 117(3), 239-45 1 V) frtt 241 

Langlois, Michel; Guillonneau, Claude; Tri Vo Van;' Meingan, 
Jean Pierre; Mai Hard, Jacques, Synthesis of new bicyclic ami 
dines. 1. Derivatives of imidazole, 1, 3, 4-triazole and tetr 
azole, J. Heterocycl. Chem. (1982), 19(1), 193-200 1 <9 t>tf 19 
4, 196 

Latli, Bachir; D' Amour, Kevin; Casida, John E. , Novel and P 
otent 6-Chloro-3-pyridinyl Ligands for the . alpha. 4. beta. 2 N 
euronal Nicotinic Acetylcholine Receptor, Latli, Bachir; D'A 
mour, Kevin; Casida, John E. , Journal of Medicinal Chemistry 
(1999) , . 42 (12) , 2227-2234, fls£4fe ( 6 ) , ( 7 ) 

JP 10-509150 A ^ K # 1/^=-— / 

y 3 -#u-fyK) 1 9 98. 0 9. 0 8, #fffl||3fc©<5ffl, % 
MM &EP789571A 

JP 4-504709 A (J^^^^7-f ^ • tf— • 
sKW^3V) 1 9 9 2. 0 8. 2 0, MMW 
& EP 364204 A 

Yale, Harry L. ; Bristol, J. A., l-Aralkyl-2(lH)-pyridinimin 
es and their derivatives, J. Heterocycl. Chem. (1975), 12 
(5), 1027-9 

US 3717648 A (Sterling Drug, Inc. ) 1 9 7 3 . 0 



2 . 2 0, IIIAflXtSI 



& US 3963748 A 



1-5,7-11 



1, 2, 7-11 



1-5, 7-11 



1, 2, 7-12 



1, 2, 7-10 



1-3, 14 



1-3, 6-10, 14 
1-5, 7-10 

1-3, 7-10 

1, 2, 7-10, 14 



«SPCT/ISA/2 10 <*2^— (1 9 9 8^7^) 



H^UHH#-5§- PCT/JP02/03 949 



miM f»#©ffiB©-$P©pg#-T?#frv^g©;gjl ^©2©i^Et) 



(PCT17*©W) oSSCJ;^ r©HI6Si3SE*#f»Roa*H:J:t»tt*ottH©-«t!:ovNTf^ 

1. HI W*©*B •_24 J _25___tt, itoffli^Bi4^M* 5 li4^i-5ii:*SL^V^IC«5tOT-fe5V 

... 



3. □ fl>*©ttB ft, IOil»*0*H^*oTPCT*^6.4(a)0»2*RtM(S8iS:ott]fefc 



1. □ WPA^^S^iliP^^^Sr-t-^TftPpg^Ki^tfcco-T?, C0BBM2ft£& *"'<T©*BETO&*1II* 



4. □ im^dSj^*ii*ii«S¥»^%fflrartfcjtt#u*36»ofc©-e, ^offli^saaiEffi^tts f»*©effl©siots® 



iiao«**»s»«oj|«©*it-CR:H-t-«flalt 

□ i6*IWHE*^ol^fc*R:tt«A^fe*B*i-C#*)ofc. 

□ jaAP^ac^ilsf©^^*^!!!^*^^^*^^^^^^. 



ISPCT/ISA/210 (Il^-^it (1) ) (19 9 8¥7H) 



mmmm& 



m&&m&?r PCT/JP0 2/0 3 9 4 9 



N- N- 




• NH NH 



xm^(D±^ HULL, ^RrtBT?*>5; 



iSPCT/ISA/2 10 MM**-" (1 9 9 8^7^) 



